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INHIBITORS OF 1 1-BETA- HYDROXY STEROID DEHYDROGENASE TYPE 1 

5 TECHNICAL FIELD 

The present invention relates to novel compounds, to pharmaceutical compositions 
comprising die compounds, to processes for their preparation, as well as to the use of 
the compounds in medicine and for the preparation of a medicament which acts on the 
10 human 11-P-hydroxysteroid dehydrogenase type 1 enzyme (1 10HSD1). 

BACKGROUND ART 

1. Glucorticoids. diabetes and hepatic glucose production 

15 

It has been known for more than half a century that glucocorticoids have a central role 
in diabetes, e.g. the removal of the pituitary or the adrenal gland from a diabetic 
animal alleviates the most severe symptoms of diabetes and lowers the concentration 
of ghicose in the blood (Long, CD. and F.D.W. Leukins (1936) J. Exp. Med. 63 : 465- 
20 490; Houssay, B.A. (1942) Endocrinology 30: 884-892). It is also well established that 
glucocorticoids enable the effect of glucagon on the liver. 

The role of 1 ipHSDl as an important regulator of local glucocorticoid effect and thus 
of hepatic glucose production is well substantiated (see e.g. Jamieson et aL (2000) J. 

25 Endocrinol. 165: p. 685-692). The hepatic insulin sensitivity was improved in healthy 
human volunteers treated with the non-specific 1 IpHSDl inhibitor carbenoxolone 
(Walker, B.R. et al. (1995) J. Clin. Endocrinol. Metab. 80: 3155-3159). Furthermore, 
the expected mechanism has been established by different experiments with mice and 
rats. These studies showed that the mRNA levels and activities of two key enzymes in 

30 hepatic glucose production were reduced, namely: the rate-limiting enzyme in 
gluconeogenesis, phosphoenolpyruvate carboxykinase (PEPCK), and glucose-6- 
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phosphatase (G6Pase) catalyzing the last common step of gluconeogenesis and 
glycogenolysis. Finally, the blood glucose level and hepatic glucose production is 
reduced in mice having the 1 1JJHSD1 gene knocked-out Data from this model also 
confirm that inhibition of 1 10HSD1 will not cause hypoglycemia, as predicted since 
5 the basal levels of PEPCK and G6Pase are regulated independently of glucocorticoids. 
(Kotelevtsev, Y. et al, (1997) Proc. NatL Acad. Sci. USA 94: 14924-14929). 

2. Possible reducti on of obesity and obesity related cardiovascular risk factors 

10 Obesity is an important factor in syndrome X as well as in the majority Q> 80%) of 
type 2 diabetic, and omental fat appears to be of central importance. Abdominal 
obesity is closely associated with glucose intolerance, hyperinsulinemia, 
hypertriglyceridemia, and other factors of the so-called syndrome X (e.g. raised blood 
pressure, decreased levels of HDL and increased levels of VLDL) (Montague & 

15 CTRahilly, Diabetes 49: 883-888, 2000). Inhibition of the en2yme in pre-adipocytes 
(stromal cells) has been shown to decrease the rate of differentiation into adipocytes. 
This is predicted to result in diminished expansion (possibly reduction) of the omental 
fat depot; i.e. reduced central obesity (Bujalska, LJ., S. Kumar, and P.M. Stewart 
(1997) Lancet 349: 1210-1213). 

20 - 

Inhibition of 1 1J3HSD1 in mature adipocytes is expected to attenuate secretion of the 
plasminogen activator inhibitor 1 (PAI-1) - an independent cardiovascular risk factor 
(Halleux, CM. et al. (1999) J. Clin. Endocrinol. Metab. 84: 4097-4105). Furthermore, 
there is a clear correlation between glucocorticoid "activity'' and cardiovascular risk 
25 factore suggesting that a reduction of the glucocorticoid effects would be beneficial 
(Walker, B.R. et al. (1998) Hypertension 31: 891-895; Fraser, R. et al. (1999) 
Hypertension 33: 1364-1368). 

Adrenalectomy attenuates the effect of fasting to increase both food intake and 
30 hypothalamic neuropeptide Y expression. This supports the role of glucocorticoids in 
promoting food intake and suggests that inhibition of UpHSDl in the brain might 
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increase satiety and therefore reduce food intake (Woods, S.C, et al. (1998) Science, 
280: 1378-1383). 

3. Possible beneficial effect on the pancreas 

5 

Inhibition of lipHSDl in isolated murine pancreatic P-cells improves the glucose- 
stimulated insulin secretion (Davani, B. et aL (2000) J. BioL Chem. 2000 Nov 10; 
275(45): 34841-4). Glucocorticoids were previously known to reduce pancreatic 
insulin release in vivo (Billaudel, B. and B.C.J. Sutter (1979) Horm. Metab. Res. 11: 
10 555-560). Thus, inhibition of 1 lpHSDl is predicted to yield other beneficial effects 
for diabetes treatment, besides effects on liver and fat 

4. Possible beneficial effects on cognition and dementia 

15 Stress and glucocorticoids influence cognitive function (de Quervain, D.J.-F., B. 

Roozendaal, and J.L. McGaugh (1998) Nature 394: 787-790). The enzyme lipHSDl 
controls the level of glucocorticoid action in the brain and thus contributes to 
neurotoxicity (Rajan, V., C.RJW. Edwards, and J.R. Seckl, J. (1996) Neuroscience 16: 
65-70; Seckl, J.R., Front (2000) Neuroendocrinol. 18: 49-99). Unpublished results 

20 indicate significant memory improvement in rats treated with a non-specific 1 lpHSDl 
inhibitor (J. Seckl, personal communication). Based the above and on the known 
effects of glucocorticoids in the brain, it may also be suggested that inhibiting 
1 lpHSDl in the brain may result in reduced anxiety (Tronche, F. et al. (1999) Nature 
Genetics 23: 99-103). Thus, taken together, the hypothesis is that inhibition of 

25 1 lpHSD 1 in the human brain would prevent reactivation of cortisone into Cortisol and 
protect against deleterious glucocorticoid-mediated effects on neuronal survival and 
other aspects of neuronal function, including cognitive impairment, depression, and 
increased appetite (previous section). 

30 5. Possible use of immuno-modulation using 1 1 pHSDl inhibitors 



WO 01/90090 - 4_. . . . .. -PCT/SE01/01155- 

The general perception is that glucocorticoids suppress the immune system. But in fact 
there is a dynamic interaction between the immune system and the HPA 
(hypothalamo-pituitary-adrenal) axis (Rook, G.A.W. (1999) Bailor's Clin. 
Endocrinol. Metab. 13: 576-581). The balance between the cell-mediated response and 
5 humoral responses is modulated by glucocorticoids. A high glucocorticoid activity, 
such as at a state of stress, is associated with a humoral response. Thus, inhibition of 
the enzyme 1 lpHSDl has been suggested as a means of shifting the response towards 
a cell-based reaction. 

10 In certain disease states, including tuberculosis, lepra and psoriasis the immune 
reaction is normaly biased towards a humoral response when in fact the appropriate 
response would be cell based. Temporal inhibition of 1 lpHSDl, local or systemic, 
might be used to push the immune system into the appropriate response (Mason, D. 
(1991) Immunology Today 12: 57-60; Rook et al., supra). 

15 

An analogous use of 1 lpHSDl inhibition, in this case temporal, would be to booster 
the immune response in association with immunization to ensure that a cell based 
response would be obtained, when desired. 

20 6. Reduction of intraocular pressure 

Recent data suggest that the levels of the glucocorticoid target receptors and the 
11PHSD enzymes determines the susceptibility to glaucoma (Stokes, J. et aL (2000) 
Invest Ophthalmol.-41: 1629-1638). Further, inhibition of 1 lpHSDl was recently 

25 presented as a novel approach to lower the intraocular pressure (Walker E. A. et al, 
poster P3-698 at the Endocrine society meeting June 12-15, 1999, San Diego). 
Ingestion of carbenoxolone, a non-specific inhibitor of 1 1 PHSD1, was shown to 
reduce the intraocular pressure by 20% in normal subjects. In the eye, expression of 
1 lpHSDl is confined to basal cells of the corneal epithelium and the non-pigmented 

30 epithelialium of the cornea (the site of aqueous production), to ciliary muscle and to 
the sphincter and dilator muscles of the iris. In contrast, the distant isoenzyme 



1 1PHSD2 is highly expressed in the non-pigmented ciliary epithelium and corneal 
endothelium. None of the enzymes is found at the trabecular meshwork, the site of 
drainage. Thus, 1 lpHSDl is suggested to have a role in aqueous production, rather 
than drainage, but it is presently unknown if this is by interfering with activation of the 
5 glucocorticoid or the mineralocorticoid receptor, or both. 

7. Reduced osteoporosis 

Glucocorticoids have an essential role in skeletal development and function but are 
10 detrimental in excess, Glucocorticoid-induced bone loss is derived, at least in part, via 
inhibition of bone formation, which includes suppression of osteoblast proliferation 
and collagen synthesis (Kim, C,H., S.L. Cheng, and G.S. Kim (1999) J. Endocrinol 
162: 371-379). The negative effect on bone nodule formation could be blocked by the 
non-specific inhibitor carbenoxolonc suggesting an important role of 1 lpHSDl in the 
15 glucocorticoid effect (Bellows, C.G., A. Ciaccia, and J.N.M. Heersche, (1998) Bone 
23: 119-125). Other data suggest a role of lipHSDl in providing sufficiently high 
levels of active glucocorticoid in osteoclasts, and thus in augmenting bone resorption 
(Cooper, M.S. et al. (2000) Bone 27: 375-381). Taken together, these different data 
suggest that inhibition of 1 lpHSDl may have beneficial effects against osteoporosis 
20 by more than one mechanism working in parallel. 

WO 99/65884 discloses carbon subtituted aminothiazole inhibitors of cyclin dependent 

kinases. These compounds may e.g. be used against cancer, inflammation and arthritis. 

US 5,856,347 discloses an antibacterial preparation or bactericide comprising 2- 
25 aminothiazole derivative and/or salt thereof. Further, US 5,403,857 discloses 

benzenesulfonamide derivatives having 5-lipoxygenase inhibitory activity. 

Additionally, tetrahydrothiazolo[5,4-c]pyridmes are disclosed in: Analgesic 

tetrahydrothiazolo[5,4-c]pyridines. Fr. Addn. (1969), 18 pp, Addn. to Fr. 1498465. 

CODEN: FAXXA3; FR 94123 19690704 CAN 72: 100685 AN 1970: 100685 CAPLUS 
30 and 4,5,6J-Teti^ydrothiazolo[5,4-c]pyridines. Neth. Appl. (1967), 39 pp. CODEN: 

NAXXAN NL 6610324 19670124 CAN 68:49593, AN 1968: 49593 CAPLUS. 
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However, none of the above disclosures discloses the compounds according to the 
present invention, or their use for the treatment of diabetes, obesity, glaucoma, 
osteoporosis, cognitive disorders, immune disorders, and depression. 

5 Consequently, there is a need of new compounds that are useful in the treatment of 
diabetes, obesity, glaucoma, osteoporosis, cognitive disorders, immune disorders, and 
depression. 

DISCLOSURE OF THE INVENTION 

10 

The compounds according to the present invention solves the above problems and 
embraces a novel class of compounds which has been developed and which inhibit the 
human 1 1-p-hydroxy steroid dehydrogenase type 1 enzyme (1 1-p-HSDi), and may 
therefore be of use in the treating disorders such as diabetes, obesity, glaucoma, 
15 osteoporosis, cognitive disorders and immune disorders. 

One object of the present invention is a compound of the formula (II) 




wherein 

20 

T is an aryl ring or heteroaryl ring or aiyl-C 2 -alkenyl ring, optionally independently 
substituted by [R]^ wherein n is an integer 0-5, and R is hydrogen, aryl, heteroaryl, a 
heterocyclic ring, optionally halogenated Ci^-alkyl, optionally halogenated C^- 
alkoxy, C^-alkylsulfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 
25 mono- or di-substituted, amide which is optionally mono- or di-substituted, aiyloxy, 
aiylsulfonyl, arylaminq, wherein aryl, heteroaryl and aiyloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independently of 
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each other by Cu-acyl, Ci^-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated Ci^-alkyl, optionally halogenated Ci^-alkoxy, amide which is optionally 
mono- or di-substituted, (benzoylamino)methyl, carboxy, 2-thienylmetihylamino or 
({ [4-(2-ethoxy-2-oxoethyl> l,3-tluazol-2-yl]amino}carbonyl); 

5 , 
with the proviso that when R 1 is H, X is CH 2> Y is CO, R 2 is EtO and B is H, then T is j 
not 2,4-dicMoro-5-methylphenyl, 4-chlorophenyl, 4-chloro-2,5-dimethylphenyl, 2,4- 
difluorophenyl, 3-nitrophenyl and phenyl; 

optionally also when R 1 is H, X is CH 2 , Y is CO, R 2 is OH and B is H, then T is not 4- 
10 aminophenyl; and optionally also \ 
whehR^H.XisCH* YisCO,R 2 isMeOandBisH,.thenTisnot4- \ 
acetylaminophenyl; 

R l is hydrogen or Ci-6-alkyl; 

15 • ' . 

XisCH2orCO; | 

i 

' ! 

i 

;• 

Y is CH 2 , CO or a single bond; 

20 B is hydrogen, Ci^-alkyl or dimethylaminomefhyl; 

R 2 is selected from Ci^-alkyl, azido, arylthio, heteroaiylthio, halogen, hydroxymethyl, 
2-hydroxyethylaminomethyl, methylsulfonyloxymethyl, 3-oxo-4- 
morpholinolinylmethylene, Ci^-alkoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl; 

25 NR 3 R 4 , wherein R 3 and R 4 are each independently selected from hydrogen, Ci^-alkyl, 

optionally halogenated C^-alkylsulfonyl, Ci^-alkoxy, 2-methoxyethyl, 2- t 
hydroxyethyl, l-me%limidazolylsulfonyl, Ci^-acyl, cyclohexylmethyl, j 
cyclopropanecarbonyl, aryl, optionally halogenated arylsulfonyl, finylcarbonyl, 
tetrahydro-2-furanylmethyl, NKsarbethoxypiperidyl, or Ci^-alkyl substituted with one 

30 or more aryl or heteroaiyl, or 
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NR 3 R 4 represent together heterocyclic systems which can be imidazole, piperidine, 
pyrrolidine, piperazine, morpholine, oxazepine, oxazole,. thiomoipholine, 1,1- 
dioxidothiomorpholine, 2<3,4-^ydro-2(lH)isoquinolinyl), (lS,4S>2-oxa-5- 
azabicyclo[2.2.1]hept-5-yl, which heterocyclic systems can be optionally substituted 
5 by Q-6-alkyl, C^-acyl, hydroxy, oxo, t-butoxycarbonyl; 

OCONR 3 ^, wherein R 3 and R 4 are each independently selected from hydrogen, Ci*- 
alkyl or form together morpholinyl; 

R 5 0, wherein R s is hydrogen, optionally halogenated C^-alkyl, aryl, heteroaryl, CW 
acyl, C^-alkylsulfonyl, aiylcarbonyl, heteroaiylcarbonyl, 2-carbbmethoxyphenyl; 
10 . . 

or a salt, hydrate or solvate thereof. 

It is preferred that: 

15 T is selected from 5-cWoro-l,3-dimethyl-lH-pyrazol-4-yl; 4-chloro-2,3, 1- 

benzoxadiazolyl; 5-(dimethylamino)-l-naphthyl; l-methylimidazol-4-yl; 1-naphthyl; 
2-naphthyl; (E>2-phenylethenyl; 8-quinolinyl; 

thienyl substituted with one or more of (benzoylamino)methyl, bromo, chloro, 3- 
isoxazolyl, 2-(methylsulfanyl)^pyrimidinyl, l-methyl-5-(trifluoromethyl)pyrazol-3- 

20 yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 
acetylphenyi, benzeneamino, l,3-benzodioxol-5-yl, 2-benzofiiryl, benzylamino, 3,5- 
bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 
chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 

25 dichlorophenyl, ({[4-(2-ethoxy-2-oxde%l>l,3-tMazol-2-yl]amino}carbony^ fluoro, 
5-fluoro-2-methoxyphenyl, 2-fuiyl, hydrogen, iodo, isopropyl, methanesulfonyl, . 
methoxy, methyl, 4-methyl-l-piperazinyl, 4-methyl-l-piperidinyl, 4- 
methylsulfanylphenyl, 5-methyl-2-thienyl, 4-morpholinyl, nitro, 3-nitrophenyl, 
phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridylmethylamino, 1-pyirolidinyl, 2-thienyl, 

30 3-thienyl, 2-thienylmethylamino, trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluoromethyl; or 



with the proviso that when R 1 is H, X is CH 2 , Y is CO, R 2 is EtO and B is H, then T is 
not 2,4-dichloro-5-methylphenyl, 4-chlqrophenyl, 4-chloro-2,5-dimethylphenyl, 2,4- 
difluorophenyl, 3-nitrophenyl and phenyl; 
5 optionally also when R l is H, X is CH 2 , Y is CO, R 2 is OH and B is H, then T is not 4- 
aminophenyl; and optionally also 

when R 1 is H, X is CH 2 , Y is CO, R 2 is MeO and B is H, then T is not 4- 
acetylaminophenyl; 

10 R l is hydrogen or methyl; 

XisCH 2 orCO; 

Y is CH 2 , CO or a single hond; 

15 

B is hydrogen, methyl or dimetiiylaminomethyl; 
R 2 is selected from 

n-propyl, azido, bromo, chloro, 2-pyridinylsulfanyl, 3-oxo-4-moipholinolinyl- 
20 methylene, ethoxycarbonyl, 5-methyi-l,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
hydroxyethylaminomethyl, methylsulfonyloxymethyl; 

NR 3 R 4 , wherein R 3 and R 4 are each independently selected from acetyl, benzhydiyl, 
l,3-benzodioxol-5-yimethyl, benzyl, 3-chloro-2-methylphenylsulfonyl, cyclohexyl, 
cyclohexylmethyl, cyclopropanecarbohyl, ethyl, 2-fuiylcarbonyl, 2-furylmethyl, 
25 hydrogen, 2-hydroxyethyl, 2-(lH-indol-3-yl)ethyl, isopropyl, methoxy, 2- 

methoxyethyl, methyl, 4-(l-me%limidazolyl)siilfonyl, methylsulfonyl, phenyl, (1S> 
phenylethyl, propyl, tetrahydro-2-furanylmethyl, trifluoromethylsulfonyl, N- 
carbethoxypiperidyl; or 

NR 3 R 4 represent together 4-acetylpiperazinyl, 4~t-butoxycarbonylpipera2dnyl, 2-(3,4- 
30 dihydro-2(lH)isoquinolinyl)i <2R;6S>2,6-dimethylmorpholinyl, (2R)-2,4-dimethyl-l- 
piperazmyl, 2-hychoxy-3-oxomoipholinyl, imidazolyl, 2-methyl-3-oxomorpholinyl, 4- 
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methyl-2-oxopiperazinyl, 4-methylpiperazinyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoimidazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxazolinyl, piperazinyl; piperidinyl; pyrrolidinyl; pyrrolidonyl, thiomoipholinyl; 
1, 1-dioxido-thiomorpholinyl; 

OCONR 3 R 4 , wherein R 3 and R 4 are each independently selected from ethyl, hydrogen 
or form together morpholinyl; 

R 5 0, wherein R 5 is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-furylcatbonyi, 
hydrogen, isobutyryl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyl. 

When T is a substituted phenyl group, it is preferred that the phenyl ring is substituted 
as follows: 

a) either T is phenyl, wherein the phenyl is substituted with one or more of 
acetylamino, 3-acetylaminophenyl, 3-acetylphenyl, benzeneamino, 2-benzofuryl, 
benzylamino, 3,5-bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, 4- 
carboxyphenyl, 3-chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chIoro-2-thienyl, 
cyano, 3,4-dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yl]amino}carbonyl), 5-fluoro-2-methoxyphenyl, 2-furyl, iodo, isopropyl, 
methanesulfonyl, methoxy, methyl, 3,4-methylenedioxyphenyl, 4-methyl-l- 
piperazinyl, 4-methyl-l -piperidinyl, 4-methylsulfanylphenyl, 5-metibyl-2-thienyl, 
4-morpholinyl, 3-nitrbi>henyl, phenoxy, phenyl, n-propyl, 4-pyridyl, 3- 
pyridylmethylamino, 1 -pyrrolidinyl, 2-thienyl, 3-thienyl, 2-thienylmethylamino, 
trifluoromethoxy, 4-trifluoromethoxyphenyl, trifluoromethyl; or 

b) T is phenyl substituted with chloro in at least one of the positions 3, 5 or 6 and with 
one or more of acetylamino, 3-acetylaminophenyl, 3-acetylphenyl, benzeneamino, 
2-benzofuryl, benzylamino, 3,5-bis(trifluoromethyl)phenyl, bromo, butoxy, 
carboxy, 4-caiboxyphenyl, 3-chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2- 
threnyl, cyano, 3,4-dichlorophenyl, ({[4-(2-=ethoxy-2-oxoefliyl)-l,3-thiazol-2- 
yl]amino}carbonyl), 5-fluoro-2-methoxyphenyi, 2-fuiyl, iodo, isopropyl, 



methanesulfonyl, methoxy, methyl, 3,4-methylenedioxyphenyl, 4-methyl-l- 
piperazinyl, 4-methyl-l-piperidiayl, 4-methylsulfanylphenyl, 5-methyl-2-thienyl, 
4-morpholinyl, 3-nitrophenyl, phenoxy, phenyl, n-propyl, 4-pyridyi, 3- 
pyridylmethylamino, 1-pyrrolidinyl, 2-thienyl, 3-thienyl, 2-thienylme%lamino, . 
5 trifluoromethoxy, 4-trifluoromethoxyphenyl, trifluoromethyl; or 

c) T is phenyl substituted with chloro in position 2 and with one or more of 
acetylamiiio, 3-acetylaminophenyl, 3-acetylphenyl, benzeneamino, 2-benzofuryl, 
benzylamino, 3,5-bis(trifluoromethyl)phenyi, bromo, butoxy, carboxy, 4- 

10 carboxyphenyl, 3-chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, 
cyano, 3,4-dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yl]amino}caibonyl), 5-fluoro-2-methoxyphenyl, 2-finyl, iodo, isopropyl, 
methanesulfonyl, methoxy, methyl, 3,4-methylenedioxyphenyl, 4-methyl-l- 
piperazinyl, 4-methyl-l-piperidinyi 4-methylsulfanylphenyl, 5-methyl-2-thienyl, 

15 4-morpholinyl, 3-nitrophenyl, phenoxy, phenyl, n-propyl, 4-pyridyl, 3- 

pyridylmethylamino, 1-pyrrolidinyl, 2-thienyl, 3-thienyl, 2-thienylmethylamino, . 
trifluoromethoxy, 4-trifluoromethoxyphenyl, trifluoromethyl; or 

d) T is phenyl substituted with one or three fluorine and optionally one or more bromo 
20 . and methyl. 

The following compounds are especially preferred: 
Ethyl 2-(2-(((4-me%lphenyl)sulfonyl)an^ 

Ethyl 2-(2- { [(2,5-dichloro-3 -thienyl)sulfony l]amino }- 1 ,3 -thiazol-4-yl)acetate, 
25 E%l(2-{[(2-cMorophenyl)sulfo^ 

E%1 2-(2-{[(3^Moro-2-methylph^ 

E%l2-{2-[([l,r-biphenyl]-4-ylsulfonyl)amino]-l,3-thiaro 

E%12-(2-{[(3-bromophenyl)su^ 

E%1 (2-{[(4-nitrophenyl)sulfo^ 
30 Ethyl (2-{[(4-methoxyphenyl)sulfon^ 

E%l(2-{[(3-methylphenyl)^^ 
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Ethyl (2-{[(3^Uorophenyl)sulfo^^ 
Ethyl (2-{[(4-fluorophenyl)s 

Ethyl (2-{ [(3-fluorophenyl)sulfonyi]amino}- l,3-thiazol-4-yl)acetate, 

Ethyl (2-{[(4-isopropylphenyl)sulfo 

E%l[2-({[3-({[4-(2-ethoxy-2K)xoethyl).l,3.tHazol-2. 

yl]amino}carbonyl)phenyl]sulfo^ 

Ethyl [2-({[4-({[4-(2-etto^ 

yl]amino}carbonyl)phenyl]sufo^ 

Ethyl (2-{[(2-methylphenyl)sulfonyl]amino}-l,3-thiazol^ 

Ethyl [2^{[2-(trifluoromethyl^ 

Ethyl [2^{[3^tri£luoromeAyl)phenyl]sulfon^ 

Ethyl [2-({[4^trifluoromethyty^^ 

Ethyl 2^2-{[(4-bromophenyl)s 

Ethyl (2-{ [(2-nitrophenyl)sulfo^ 

E%l(2-{[(2,4^cUoro^-methylphenyl)sulfonyl]amk 

E%1 (2-{[(2,4,6-tricUoroph^ 

Ethyl (2- { [(2, 4-dichlorophenyl)sulf bnyl] amino } - 1 ,3 -thiazol-4-yl)acetate, 
Ethyl (2-{[(5-fluoro-2-methylphenyl)s 

Ethyl (2-{ [(4-propylphenyl)siilfonyl]amino }- l,3-thiazol-4-yl)acetate, 

Ethyl (2-{[(2-methoxy^me%iphenyl)sulfonyl]a30iino^ 

Ethyl (2-{[(3,5^cMorophenyl)sulfonyy 

Ethyl [2^{[4<3^Moro-2-cyanophenoxy^ 

yl]acetate, 

Ethyl (2-{ [(3,4-dichlorophenyl)sulfonyl]ainiiio }- l,34hiazol-4-yl)acetate, 

Ethyl (2-{[(4-butoxyphenyl)s^ 

Ethyl (2-{[(4-cMoro-2-methylphenyl)s^ 

Ethyl [2<{[4^acetylanuno)ph 

Ethyl {2-[(8-^uinolinylsulfonyl)amino]- l,3-thiazol-4-yl} acetate, 
Ethyl (2r{[(3,4-dimethoxyphenyl)siilfonyl]amm 
E%1 (2-{[(4-iodophenyl)s^ 

Ethyl (2-{ [(3 ^hlorc>^me%Iphenyl)sulfonyl]ainiiio } - 1 ,3-thiazol-4-yl)acetate, 
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Ethyl [2-({[5-(dimethylamin^^^ 

Ethyl (2-{[(l-methyl-lH-imi^ 

Ethyl (2-{[(5-bromo-2-methoxyphenyl)sulfonyl]aminp}^ 

E%1 (2-{[(2,5-dimethoxyphenyl)sulfonyy 
5 Ethyl {2-[(2-naphthylsul^ 

Ethyl {2-[(mesityisulfonyl)ai^ 

Ethyl (2-{[(3-bromo-5-cUoro-2-tWenyl)sulfonyl]amm 

Ethyl {2-[({5-[(benzoylamm^ 

yl} acetate, 
10 Ethyl {2-[({5-[l-me%l-5<tr^ 

thieny^sulfonylJaininol-l^-tMazol^y^acetate, 

Ethyl (2-{ [(4-cy anophenyl)sulfonyl]amino } - 1 ,3 -thiazol«4-yl)acetate, 

Ethyl {2-[({5-[2-(methylsulfanyI)^pyrimidm 

thiazol-4-yl}acetate, 
15 Ethyl (2-{[(3-K^^ophenyl)sulfonyl]amko}- 

Ethyl (2-{ [(2,4,5-tricUorophenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetate, 

Ethyl [2-({[(E)-2-phenylethenyl]suIfonyl}amino)-l,3-tMazoM 

Ethyl (2-{[(2,3,4-tricMorophe 

Ethyl (2-{ [(4-bromo-2,5-difluorophenyl)sulfonyl]ainm 
20 Ethyl [2<{[4^trifluoromethoxy)phenyl]sulfonyl}am^ 

Ethyl (2-{[(2,3^cMorophenyl)sutfo^ 

Ethyl (2-{[(2-bromophenyl)sulfonyl]ai^ 

Ethyl (2-{[(4,5^cMoro-2-thienyl)s^ 

Ethyl [2-({ [4^henylsulfonyl)-2-thienyl]sulfonyl}amm 
25 Ethyl [2<{[5-(phenylsulfonyl>2^ 

' Ethyl (2-{[(2,6-dicUoropheiiyl)sulfonyl]amino}-l,3-thiazoM^ 

Ethyl (2-{[(2-cyanophenyl)sulfony^ 

Ethyl [2-({ [4-(acetylamino)-3<Mo^^ 

Ethyl (2-{[(5-cWoro-l,3-dim^^ 
30 yl)acetate, 

Ethyl (2-{[(3-methoxyphenyl)s^ 
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E%l(2-{[(4-bromo-5<Uoro-2-Menyl)sulfonyl]amin 
E%1 2-{2-[(l-naphthylsulfo^ 

Ethyl (2-{ [(2,5-dicUorophenyl)sulfonyl]aminb}- 1,3 -thiazol-4-yl)acetate, 
Ethyl [2^{[4-(methylsuIfonyl)phenyl]sulfonyl}amm 
5 Ethyl [2-({[2^methylsulfonyl)phenyl]sulfonyl}ainm 

Ethyl (2-{ [(4-bromo-2-fluorophenyl)sulfonyl]amino }- 1 ,3-thiazol-4-yl)acetate, 
E%l(2-{[(2,3,4-trifluorophenyl)sulfonyl]amk 

Ethyl (2-{[(7-chloro-2, l,3-benzoxadiazoM-yl)sulfonyl]amino}-l,3-tMa2ol^ 
yl)acetate, 

10 Ethyl (2-{[(2,4,6-trifluorophenyl)sulfonyl]amino}-l,3-^ 
2^oro-5^{[4-(2-eftoxy-2^x^ 
fluorobenzoic add, 

E%l(2-{[(5-cUoro-2-thienyl)siilfonyl]ainino}-l^ 

Ethyl (2-{[(2-cUoro^-fluorophenyl)s^ 
15 Ethyl [2^{[5-(3-isoxazolyl>2-tMe^ 

Ethyl (2-{[(4-bromo-2-methy^^ 

Ethyl (2-{[(4-phenoxyphenyl)s^ 

E%1 (2-{ [(4-cUoro-2,6-dime%lphenyl)sulfonyl]amin 

Ethyl [2-({[2-methyM-(trifluoro 
20 ' yl]acetate, 

Ethyl [2^{[2,4-bis(trifluoromethyl)phenyl]sulfonyl}a 

Ethyl 2-{2-[[(3-cMoro-2-me%^ 

yl} acetate, 

Ethyl oxo(2-{[(4-propylphenyl)su^ 
25 Ethyl (2-{[(3-cMoro-2-me%lphenyl> 

Ethyl oxo(2-{ [(2,4,6-tricMorophenyl)s^ 

Ethyl {2-[([l, l'-biphenyl]^ylsulfonyO^^ 

Ethyl (2-{[(2,4-dicMoro^-me%^ 

yl)(oxo)acetate, 
30 2^2-{[(4-Methylphenyl)suto^ 

2 K2-{[(2,5-DicMoro-3-thienyl)sulfonyl]ambo}4,^ 
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(2-{[(2-Chlorophenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetic acid, 
2<2-{[(3-CMoro-2-methylphenyl)s^^ 
Isopropyl 2-(2-{[(3<Uoro-2-methylphenyl)sulfonyl]amino}-l^ 
Phenyl 2<2-{[(3-cUoro-2-methylphenyl)sulfonyl]ainin 
5 Me%l(2-{[(3-cMoro-2Hme%iphenyty^ 

Methyl {2-[([l, r-biphenylH-ylsulfonyl)amino]-5-me%l-l,3-tH 

Methyl (2-{[(4-cMorophenyl)sulfo^ 

Methyl (2-{ [(3-cUoro-2-methylphenyl)sulfonyl]a^ 

yl)acetate, 

10 Methyl [2-({[4^3-cMoro-2<yanophenoxy)phenyl]sulfonyl}amino)-5-m 
thiazol-4-yl]acetaie, 

Methyl (5-methyl-2-{[(4-propylphenyl)sulfonyl]aiiiino}- l,3-thiazol-4-yl)acetate, 
. Methyl (5natethyl-2-{[(2,4,6-tricMoro^ 
Methyl (2-{[(2,4-dicMoro-6-methylphe^ 
15 yl)acetate, 

N-(2-Methoxyethyl)-2-(2- { [(4-methylphenyI)sulfonyl]amino }- l,3-thiazol-4- 
yl)acetamide, 

2<2-{[(2>McMoro-3-thie^ 

N-(l,3-Ben2»dioxol-5-ylmethyl>2-{2-[(l-naphthylsulfony 
20 yl}acetamide, . 

N-C2-Furylmethyl)-2-{2-[(l-naph%lsiilfonyl)amin 

2-(2-{ [(2,4-Difluorophenyl)su^ 

N4sopropyl-2-{2-[(l-naph%lsutf^^ 

N-[2<lH-Indol-3-yl)e%l]-2^ 
25 yl}acetamide, 

N^Cyclohe^lmeftyl>2-^ 

M2-{[(3^Uoro-2-me%lphenyl)sulfonyl]amino} 

methylacetamide, 

2-(2-{ [(3<;Moro-2-mefliylphenyl)sulfonyl]amino }- 1 ,3 -thiazol-4-yl)-N- 
30 ethylacetamide, 



WO 01790090 



-46- 



peT/SEoi/oii55: 



2<2-{[(3^Moro-2-me%lphenyl)sulfonyl]amino}-l,3-t^ 
phenylacetamide, 

2-(2-{[(4-CMorophenyl)sulfonyl]amino}-^ 
furylmethyl)acetamide, 
5 N-Benzhydiyl-2^2-{[(4-cMorop^ 
2 K 2 -{[(4<Worophenyl)^ 
furanylmetiiyl)acetairdde, 
E%14-{[2<2-{[(4^Morophe^ 
piperidinecarboxylate, 
10 N-Benzhydryl-2<2-{[(3^M 
yl)acetamide, 

2-(2-{[(4-<^orophenyl)sulfonyl]ainino}-l,3-ffi 

2-(2-{[(3-Cmoro-2-methylphenyl)sulfonyl]ainino}-U 
2-(2-{[(3^hloro-2-me%lp^ 
15 diethylacetamide, 

2-{2^([l,l'-Biphenyl]-4^ 
N,N-diethyl-2-(2-{[(4-propy 
2^2-{[(2,4-DicMoro^tM^ 
diethylacetamide, 

20 N,N^ethyl-2^2-{[(2A 
yl)acetamide, 

2-{2-[([l, r-Biphenyl]^ylsulfonyl)amino]-l,3-tW 
diisopropylacetamide, 

N,N^sopropyl-2^2-{[(4-propylphenyl)sulfonyl]^ 
25 2-(2.{[(2,4-Dicmoro-6-me%lphenyl)sulfonyl]M 
diisopropylacetamide, 
N,N^sopropyl-2^2-{[(2,4> 
yl)acetamide, 

2<2-{[(3<:Mor<^2.methylphenyl)sulfonyl]anm 
30 diisopropylacetamide, 



2^2-{[(3^oro-2-me%lphenyl)sulfonyl]amino}-l,^ 
dipropylacetamide, 

N-benzyl-2<2-{[(3^Uoro-2-methylphenyl)sulfonyl]ai^ 
methylacetamide, 
5 N-benzyl-2^2-{[(3-cUoro-2-methylphenyl)sulfonyl]a^ 
ethylacetamide, 

2-(2-{[(3-CMoro-2-methylphe^ 
ctimethylacetamide, 

2- (2-{[(3-cUoro-2-methylphenyl)sulfonyl]amm 
iO methylacetamide, 

3- CMoro-N-{4-[2-(3,4^ 
methylbenzeaesulfonaniide, 
2^2-{[(3<Moro-2-me%lpheny^ 
phenylacetamide, 

15 2<2-{[(3^oro-2-me%lphenyl>^ 
methylacetamide, 

2-{2-[([l,l^Biphenyl]^ylsulfo^ 
methylacetamide, 
N-ethyl-N-me%l-2^2-^ 
20 yl)acetamide, 

2<2-{[(2,4-DicWoro-6-methylphenyl)sulfoiiyl]ai^ 
methylacetamide, 

N-e%l-N-methyl-2-(2-{ [(4-propylphenyl)sulfonyl]amino}- l,3-thiazol-4- 

yl)acetamide, 
25 2-{2-[([l, l'-Biphenyl]-4-yl^ 

methylacetamide, 

2<2-{[(3-CMoro-2-me%lphenyl) 

methylacetamide, 

2 < 2 -{[(3<Moro-2-me%lph^ 
30 [(lS>l-phenylethyl]acetamide, 
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3-CMoro-2-methyl-N-^ 

yl}benzenesulfonamide, 

3-CMoro-2-methyl-N-{4-[2-^^^ 

yl}benzenesulfonamide, 
5 N-{4-[2-oxo-2^1-pipOTdmyl^ 

N-{4-[2^xo-2^1-piperidinyl)et^^ 

2,4-DicWon)-6-me%l^ 

yl}benzenesulfonamide, 

2,4,6-TricMoro-N-{4^^ 
1 0 yl}benzaiesulfonamide, 

3- Chloro-2-me%l-N-^ 
. yl}benzenesulfonamide, 

2,4,6-TricWoro-N-{4-[2<4rmorpholinyl)-2.oxoethyl]-l,3-^ 
yl }benzenesulfonamide, 
15 2^DicMoro-6-me%l-N-^ 
yl}benzenesulfonamide, • 
N-{4~[2-(4-morpholiny^ 
N-{4-[2^4HnMrpholiny^ 

2,4-DicMoro-N-{4-[2-(^^ * 
20 yl}benzenesulfonamide, 

4- CMoro~2,6-dimethyl^ 
yi}ben2^esulfonamide, 
N-{4-[2-(4-moipholiny^ 
phenoxybenzenesulfonamide, 

25 2-Me%l-N-{4-[2-(4-morpto^ 

(trifluoromethoxy)benzenesulfonamide, 

N-{4-[2^4-morpholinyl>2^xoe%l]-l,3-thiazol-2-yl}-2,^ 

bis(trifluoromethyl)benz«nesulfonamide, 

4-Bromo-2Hn^thyi-N-{4-P^ 
30 yl}benzenesulfonamide, 



4-(2-Furyl>N-{4-[2<4-morpholinyl)-2-oxoetiiyl]-l,3-1hiazol-2- 
yl}benzenesulfonamide, 

3'-muoro-6'-methoxy-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-fiua2» 
biphenyl]-4-sulfonamide, 
5 4^5-Me%l-2-tfcenyl)-N^ 
yl}benzenesu]fonamide, 

3'-Acetyl-N-{4-[2^4-moipholkyl>2-oxoethyl]-l,3-thiazol-2-yiy^ 
sulfonamide, 

N-{4-[2^4-Moipholinyl>2-oxoe%l]-l> 
10 biphenyl]-4-sulfonamide, 

3^4'-DicUoro-N-{4-[2-(4-moipholmyl)-2K)xoe%l]-l,3-tMazol-2-y^ 
4-sulfonamide, 

4^1,3-Benrodioxol-5-yl)-N-{4-[2<4^ 
yljbenzenesulfonamide, . 
15 4^5<Uoro-2-Menyl>N-{4^2^4-moipholmyl)-2^xoe%l]-l,3-thiazol-2- 
yl}benzenesulfonamide, 

N-{4-[2<4-Morpholinyl)-2-oxoetbyl]-l,3-tbia2ol-2-yl}-4-(4- 
pyridiny^bjenzenesulfonamide, 
N-{44({442<4-moipholinyl)-2-oxoe^ 
20 biphenyl]-3-yl}acetamide, 

N-{4-[2<4-Morpholinyl)-2^xoe%l]-l,3-tmazol-2-yl}-4-(3- 
tmenyl)benzenesulfonamide, 

N-{4^2<4-Morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4-(2- 

mienyl)benzenesulfonamide, 
25 4V[({4-[2^4-Moipholmyi>2^ . 
. biphenyl]-4-carboxylic acid, 

4'-(Methykulfanyl)-N-{^ 

biphenyl]-4-sulfonamide, 

N-{4-[2^4-Morpholinyl)-2^xoe%^ 
30 biphenyl]-4-sulfonamide, 
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4'^oro-N-{4^2<4-moipho^^ 
sulfonamide, 

N-{4-[2-(44rforpholky^^^^ 

sulfonamide, 
5 4-(l-Benzofunm-2-yl)-N-^ 

yljbenzenesulfonariiide, 

N-{4-[2<4-Moipholkyl)-2^ 

pyrrolidinyl)benzenesu!fonamide, 

4-(4-Me%l-l-piperidinyl>N-{4-[2^4-morpholiny 
10 yl }benzenesulfonamide, • 

4-Anilino-N-{4-[2-(4-moipto^ 

4^enzylammo)-N-{4-[2^4-^^ 

yl}benzenesulfonamide, 

N-{442-(4-Moipho^ 
15 thienylmethyl)amino]benzenesulfonamide, 

4^4-Morpholinyl)-N-{4-[2-(4-^^ 

yl}benzenesulfonamide, 

4^4-Me%l-l-pipera2dnyl)-N-{4-[2-(4-morpholiny 

yl}benzenesulfonamide, 
20 N-{442-(4-Morpholinyl)-2-oxoe 

pyridinylmethyl)amino]benzenesulfoiian^ 

2,4-DicMoro^nrne%l-N^ 

yl}benzenesulfonamide, 

N-{5Hoie%l^[2 : (4^^ 
25 sulfonamide, 

2,4,6MricUoro-N-{5-me%l^ 

yl}benzenesulfonamide, 

3^Moro-2-methyl-N-{5-methyl-^ 

yl}benzenesulfonamide, 
30 3-(^oro^4-{2-[(2R,6S)-2,6<^ 

2-methylbenzenesulfonamide, 



3-CMoro-2-meftyl-N^^ l]hept-5-yl]-2- 
oxoethyl}-l,3-tiiiazol-2-yi)benzOT^ 
3-CMoro-2-methyl-N-{4-[2-oxo^ 
yljbenzenesulfbnamide, 
5 N-{4-[2-oxo-2-(4-tluomorpholinyl)ethyl]-l,3 
sulfonamide, 

N-{4-[2-oxo-2-(4-fhiomorpholiiiyl)ethyl]- l,3-thiazol-2-yl}-4- 
propylbenzenesulfonamide, : 

2,4-DicUoro^-me%l-N-{4-[2-oxo-2^4-^omorpholinyl)e%l] 
10 yl}benzenesulfonamide, 
2,4,6-TricMoro-N-{4-[2-o^ 
yl}benzenesulfonamide, 

N-{4-[2-(l,l^oxido^tMomorph*olinyl)-2-oxoe%l]-l^ 
propylbenzcnesulfonamide, 
.15 Tert-butyl4-[(2-{[(3-cMo 

1- piperazinecarboxylate, 
N-{4-[2^4-Acetyl-l-piper^ 
methylbenzenesulfonamide, 

3-CMoro-2-me%l-N-{4-[2<4-methyl-l.pipera2dnyl)-^ 
20 yljbenzenesulfonamide trifluoroacetate, 

3-CWoro-2-methyl-N-{4-[2-oxo-2^1-piperazm 
yljbenzenesulfonamide trifluoroacetate, 

2- Me%l-N-{4-[2^4-m^ 
(tri£luorome1iioxy)ben^nesulfonamide, 

25 2,4-I*cMoro^me%l-N-{4-p^^ 
yljbenzenesulfonamide, 
2,4-DicUoro-N-{4-[2-(4-me%l-l-piperaziny 
yljbenzenesulfonamide, 

3<Uoro-N<4-{2-[(2R>2,4-dime%lpiperazinyl]-2-oxoe%l^ 
30 methylbenzenesulfonamide, 



WO-0179009fr 



PCT/SE01/0n55" 



2K2-{[(3<Woro-2-metiiylphenyl)sulfonyl]a^ 
methylacetamide, 

3- CMoro-2-me%l-N-[4-(2-oxo^^ 

4- CMoro-N-[4-^ 
3-(M>ro-N-[4^2-hydroxye%^ 

3-<^oro-N44<34iydroxypropylH 

3-CMoro-N-[4«<2^thoxyethyl)- 1,3-tiuazoW 

3-<^oro-N44^24sopropoxyethyl>l,3-tiuazol-2-yl]-2-me% 

N-{4-[2^enzyloxy)e%l]- 1^ 

3-CMoro-N-[4-(2-methoxyethyl)-l,3-Mazol-2-yl]-^ 

3«CMoro-N-{4-[2K24l™^ 

methylbenzenesulfonamide, 

3-CWoro-2-me%l-N-{442^2,2> 

yl}benzenesulfonamide, 

3-CMoro-2-me%l-N-{4-[2-^ 

yl}benzenesulfonamide, 

3-CMoro-2-me%l-N-{442<3-pyridinyloxy)ethyl]- l,3-thiazol-2- 
yl}benzenesulfonamide, 

Methyl 2-[2-(2-{[(3-cmoro-2-me1hylphenyl)sulfony 

yl)ethoxy]benzoate, 

3-CUoro->H5-[(dimethylan^ 

methylbenzenesulfonamide, 

2^2-{[(3^hloro-2-me%lphenyl)sulfo^^ 

methanesulfonate, 

3-(2-{ [(3^Woro-2-methylphenyl)sulfonyl]amino}- l,3-ftiazoH-yl)propyl 
methanesulfonate, 

2^2-{[(3-CMoro-2-me%lp^^ 
2 K2-{[(3^Moro-2-methylphenyl)sulfo^ 

2^2-{[(3-Cmoro-2-me%lphenyl)sulfonyl]anm 
methylpropanoate, 

2 K2^[(3^Moro-2-me%lphenyl)su^ 



2^2-{[(3<Uoro-2-methylphenyl)sulfonyl]amin 

2<2-{[(3-Chloro-2-me%lphenyl)sulfonyl]amin 4- 
moipholinecarboxylate, 

2- CM [(3-CMoro-2-me%lphmyl)s^ 
5 diethylcarbamate, 

2<2-{[(3-CMoro-2-me%lphenyl)s^^ 
ethylcarbamate, 
N-[4^(2-aadoethyl)- 1,3-^ 
N^4^2-aminoethyl)- 1,3-tlria^ 
10 3^Moro-2<nethyl-N-{4-[2^ 
yl}benzenesulfonamide, 
4-CMbro-N-{4-[2-(diethylaiuino)ethyl]^ 
hydrochloride, 

3- (Moro-N-{4-[2^die%lamino)e%l]-l,3-ti^ 
15 methylbenzenesulfonaxnide hydrochloride, 

3-CMoro-N-{4-[2<lH-^ 
methylbenzenesulfonamide dihydrate, 
3-CMoro-2-me1hyl-N-{4-[2^4-methyl-l-piperazinyl)e 
yl}benzenesulfonamide dihydrochloride, 
20 3-(M>ro-2-me%l-N-{4-[2^^^^ 
yl}benzenesulfonamide hydrochloride, 
3-CMoro-2-me&yl-N44-(4-mo^^ 
hydrochloride, 

2,4,6-Trichloro-N-{4-[2-(4-morpholinyl)ethyl]- 1 ,3-thiazol^2-yl}benzenesulfonamide 
25 hydrochloride, 

2,4-IMcUoro-N-{4-[2^4-morpholinyl)e1hyl]- 1 ,3-thiazol-2-yl}benzenesulfonamide 
hydrochloride, 

2,4-mcMoro-6-methyl-N-{4-[^^^ 
yl}benzenesulfonamide hydrochloride, 
30 N-{4-[2^4-Moipholinyl)ethy^ 
hydrochloride, 
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3<Moro-N-{4-[2^e%lamino)e%^ 

3-(^oro-N^4-{2-[(2-hydroxyethyl)amino]e%l}-l,3-t^ 

methylbenzenesulfonamide, 

3-CUoro-N<4-{3-[(2-hydroxye%l)ainko]propyl}-l,3-t^ 
mefhylbenzenesulfonamide hydrochloride hydrate, 
N-[2-(2-{[(3-cmoro-2-methylphenyl)sulfonyl]aiim 
ethylacetamide, 

3<Moro-2-methyl-N-{442^3-oxo-4^ 

yl}benzenesulfonamide, 

3<Moro-N-{4-[2-(24iydroxy^^ 

methylbenzenesulfonamide, 

2,4-DicMoro-N-{4-[2^3-oxo^^ 

yl}benzenesulfonamide, 

2.4- Dichloro^-me%l-N-{4-[2^3^xo^-morpholiiiyl)e1hyl] 

yl}benzenesulfonamide, 
2A6-TricMoro-N-{4-[2-(3^ 

yl}benzenesulfonamide, 

4.5- Dicmoro-N-{4-[2<3-oxo^morpholinyl)e%l]-l,3-thiazoW 
thiophenesulfonamide, 

N-{442-(3-Oxo^-morpholinyI)e%l]-l,3-tiuazol-2-yl}-4- 

phenoxybenzenesulfonamide, 

3-Huoro-N-{4-[2-(3-oxo^nmo^ 

N-{4-[2^3-Oxo^morpholinyl)e^ 

thiophenesulfonamide, 

N42.Cmoro^-[({4-[2^3-oxo^moii)holinyl)e%l]-l,3.^ 
yl}ainino)sulfonyl]phenyl}acetamide, 

3^oro-2-methyl-N-{44(3-oxo^moipholinyl)me%l]-l,3-tW 
yljbenzenesulfonamide, 
3-(^oro-2-me%l-N-{4-[3^3^xo^m 
yl}benzenesulfonamide, 



3-(^oro-N,2-dime%l^ 
yl}benzenesulfonamide, 
3-CMoro-2-me%l-N-{4-[2<2^ 
yl}benzenesulfonamide, 
5 N-[2-(2-{[(3-CMoro-2-me%^ 
yl)ethyl]acetamide, 
3<liloro-2-me%l-N-{4-[2^3K>x^ 
yl}benzenesulfonamide, 

3<:Uoro-2-me%l-N-{4^2<2-oxo^-pyiToUdinyl)e%l]-l 1 3«t^ 
10 yl}benzenesulfonamide, 

3-(^oro-2-methyl-N-{4-[2-(2-oxo-l-imidazoUdinyl)e% • 

yl}benzenesulfonamide, 

3-CMoro-2-methyl-N-{4-^ 

yl}benzenesulfonamide, 
15 N-[2<2-{[(3<Moro-2-me%lpte 

hydroxyetiiyl)-2-furamide, 

N-[2^2-{[(3-cMoro-2-me^ 

methylcyclopropanecarboxamide, 

3-CWoro-2-methyl-N-{4-[2-(4-me%l-2-oxo-l-piperazm 
20 yl}benzenesulfonamide hydrochloride, 

3-CMoro-2-me%l-N-(4^ 

yl)benzenesulfonamide, 

3-CMoro-2Htne%l-N^ 

yl)benzenesu!fonamide, 
25 3-<^oro-2-me%l-N-[^ 

yl]benzenesuIfonamide, 

3-(^oro-2-me%l-N-[4^2-{methyl[(trifluorom 
thiazol-2-ylJbenzenesulfonaixiide, 
N-[2^2-{{(3-Cmoro-2-me%lphenyl)sulfonyl]ammo} 
30 me%i-lH-iinidazole^sulfonanude, 
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3<:Uoro-N^4-{2-[[(3-cUoro-2-me%lphenyl)sulfo 
thiazol-2-yl)-2-methylbenzenesulfonaniide^ 
N-[4-(2-bromoethyl)-l,3-thiazol^^ 
3-CMoro-N-[4-(2-cMoroethyl)-l,3-th^ 
5 3Cmoro-2-methyl-N-{4-[(5-methyl-l,3,4^xadiaTO 
yl}b$nzenesulfonamide, 
Ethyl 3-(2-{[(3«cMoro-2-methylphenyl)su^ 

Another object of the present invention is a compound as described above for medical 
10 use. 

Another object of the present invention is a process for the preparation of a compound 
as described above comprising at least one of the following steps: 

a) sulfonamide coupling by reacting a 2-aminothiazole with a sulfonylchloride in the 
15 presence of a base, 

b) sulfonamide coupling by reacting a 2-aminothiazole derivative with a 
sulfonylchloride in the presence of a base, 

c) saponification by treatment of a carboxylic acid ester with aqueous hydroxide, 

d) amide coupling by reacting a carboxylic acid ester with an amine, 

20 e) amide coupling by reacting a carboxylic acid with an amine in the presence of 

fibci, 

f) amide coupling by reacting a carboxylic acid with an amine in the presence of 
EDCI, HO AT or HOBT, 
. g) amide coupling by reacting a carboxylic acid ester with an amine in the presence of 
25 aluminium chloride, 

h) formation of a thiazole ring by reacting an optionally substituted thiourea with an 
a-haloketone, 

i) formation of a thiazole ring by reacting a thiourea with a ketone, 

j) acylation of an alcohol by reacting with an acid chloride in the presence of a base, 
30 k) carbamoylation of an alcohol by reacting with 4-nitrophenylchloroformate and then 
with a primary or secondary amine, 
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1) palladium coupling of a halo compound with a boronic acid, 

m) palladium coupling of a halo compound with an amine with 18-crown-6, 

n) palladium coupling of a halo compound with an amine without 18-crown-6. 

5 Another object of (he present invention is a method for the treatment or prevention of 
diabetes, syndrome X, obesity, glaucoma, hyperlipidemia, hyperglycemia, 
hyperinsulinemia, osteoporosis* tuberculosis, dementia, depression, virus diseases and 
inflammatory disorders, said method comprising administering to a mammal, 
including man, in need of such treatment an effective amount of a compound of the 
10 formula(II) 

wherein 

T is an aryl ring or heteroaryl ring or aryl-CValkenyl ring, optionally independently 
15 substituted by [R] n , wherein n is an integer 0-5, and R is hydrogen, aryl, heteroaryl, a 
heterocyclic ring, optionally halogenated CWalkyl, optionally halogenated C^- 
alkoxy, C^-alkylsulfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 
mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
aiylsulfonyl, arylamino, wherein aryl, heteroaryl and aryloxy residues and heterocyclic 
.20 rings can further be optionally substituted in one or more positions independently of 
each other by Ci^-acyl, Ci^-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated C^-alkyl, optionally halogenated C^-alkoxy, amide which is optionally 
mono- or di-substituted, (benzoylamino)methyl, carboxy, 2-thienylmethylamino or 
({[4-(2-ethoxy-2-oxoethyl)- l,3-tMa2»i-2-yl]amino}carbonyl); 

25 

R 1 is hydrogen or Ci^-alkyl; 
XisCH 2 orCO; 



30 Y is CH 2 , CO or a single bond; 
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B is hydrogen, C^-alkyl or dime%laminomethyl; 

R 2 is selected from C^-alkyl, azido, arylthio, heteroarylthio, halogen, hydroxymethyl, 
2-hycfroxyethylaminomethyl, methylsulfonyloxymethyl, 3-oxo-4- 
5 morpholinolinylmethylene, Qvalkoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl; 
NR R , wherein R and R 4 are each independently selected from hydrogen, Cj^-alkyl, 
optionally halogenated C^-alkylsulfonyl, Ci^-alkoxy, 2-methoxyethyl, 2- 
hydroxyethyl, 1-methylimidazolylsulfonyl, Ci^-acyl,.cyclohexylmethyl, 
cyclopropanecarbonyl, aryl, optionally halogenated aiylsulfonyl, fuiylcarbonyl, 
10 tetrahydro-2-furanylmethyl, N-carbethoxypiperidyl or Ci^-alkyl substituted with one 
or more aiyl or heteroaryl, or 

NR R represent together heterocyclic systems which can be imidazole, piperidine, 
pyrrolidine, piperazine, morpholine, pxazepine, oxazole, thiomorpholine, 1,1- 
dioxidothiomorpholine, 2-(3,4-dihydro-2(lH)isoquinolinyl), (lS,4S)-2-oxa-5- 
15 azabicyclo[2.2. l]hept-5-yl, which heterocyclic systems can be optionally substituted 
by Ci^-alkyl, C^-acyl, hydroxy, oxo, t-butoxycarbonyl; 

OCONR 3 R*, wherein R 3 and R 4 are each independently selected from hydrogen, C^- 
alkyl or form together morpholinyl; 

R 5 0, wherein R 5 is hydrogen, optionally halogenated Ci^-alkyl, aryl, heteroaryl, Ci_6- 
20 acyl, Ci^-alkylsulfonyl, aiylcarbonyl, heteroaiylcarbonyl, 2-carbomethoxyphenyl; 

or a salt, hydrate or solvate thereof. 

These compounds may also be used in the manufacture of a medicament for the 
25 prevention, management or treatment of diabetes, syndrome X, obesity, glaucoma, 
hyperlipidemia, hyperglycemia, hyperinsulinemia, osteoporosis, tuberculosis, 
dementia, depression, virus diseases and inflammatory disorders. 



It is preferred that: 
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T is selected from 5-chloro- 1 ,3 -dimethyl- lH-pyrazol-4-yl; 4-chloro-2,3,l- 
beiizoxa(fiazolyl;5-(dimethylamino)-l-naph%l; l-methylimidazol-4-yl; 1-naphthyl; 

2- naphthyl; (E)-2-phenylethenyl; 8-quinolinyl; 

thienyl substituted with one or more of (benzoylamino)methyl, bromo, chloro, 3- 
5 isoxazolyl, 2^me1iiylsulfanyl)^pyrimidinyl, l-methyl-5^trifluoromethyl)pyrazol-3- 
yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-benzodioxol-5-yl, 2-benzofuryl, benzylamino, 3,5- 
bis(trifluoromethyl)phenyl 5 bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 

10 chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 

dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)- l,3-thiazol-2-yl]amino}carbonyl), fluoro, 
5-fluoro-2-methoxyphenyl 5 2-fuiyl, hydrogen, iodo, isopropyl, methanesulfonyl, 
methoxy, methyl, 4-methyl- 1 -piperazinyl, 4-methyl-l-piperidinyl, 4- 
methylsulfanylphenyl, 5-methyl-2-thienyl, 4-morpholinyl, nitro, 3-nitrophenyl, 

15 phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridylmethylamino, 1-pyirolidinyl, 2-thienyl, 

3- thienyl, 2-thienylmethylamino, trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluoromethyl; or 

R 1 is hydrogen or methyl; 
20 

XisCH 2 orCO; 
Y is CH 2 , CO or a single bond; 
25 B is hydrogen, methyl or dimethylaminomethyl; 
R 2 is selected from 

n-propyl, azido* bromo, chloro, 2-pyridinylsulfanyl, 3-oxo-4~moipholinolinyl- 
melhylene, ethoxycarbonyi, 5-methyl-l,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
30 hydroxyethylaminomethyl, methylsulfonyloxymethyl; 
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NR 3 R 4 , wherein R 3 and R 4 are each independently selected from acetyl, benzhydryl, 
l,3-ben2odioxol-5-ylmethyl, benzyl, 3-^hloro-2-methylphenylsulfonyl, cyclohexyl, 
cyclohexylmethyl, cyclopropanecarbonyl, ethyl, 2-ftnylcarbonyl, 2-furylmethyl, 
hydrogen, 2-hydroxyethyl, 2-(lH-indoI-3-yl)ethyl, isopropyl, methoxy, 2- 
methoxyethyl, methyl, 4<l-me%limidazolyl)sulfonyl, methylsulfonyl, phenyl, (1S)- 
phenylethyl, n-propyl, tetrahydro-2-furanylmethyl, trifluoromethylsulfonyl, N- 
carbethoxypiperidyl; or 

NR 3 R 4 represent together 4-acetylpiperazinyl, 4-t-butoxycarbonylpiperazinyl, 2-(3,4- 
dihydro-2(lH)isoquinolinyl), (2R,6S>2,6-dimethylmorpholinyl, (2R)-2,4-dimethyl-l- 
piperazinyl, 2~hydroxy-3-oxomorpholinyl, imidazolyl, 2-me%l-3-oxomoipholinyl, 4- 
methyl-2-oxopiperazinyl, 4-methylpiperazinyl, morpholinyl, (lS,4S>2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoimidazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxazolinyl, piperazinyl; piperidinyl; pyrrolidinyl; pytrolidonyl, thiomorpholinyl; 
1, 1-dioxido-thiomorpholinyl; 

OCONR 3 R 4 , wherein R 3 and R 4 are each independently selected from ethyl, hydrogen 
or form together moipholinyl; 

R 5 0, wherein R 5 is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-furylcarbonyl, 
hydrogen, isobutyryl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyl. 

The following compounds are. especially preferred: 

Ethyl (2-{[(2,4-dicWoro-5-methylphenyl)sutfonyl]amm 

E%1 2-(2-[[(4^Morophenyl)sulfony 

Ethyl 2-(2-{[(4-cWoro T 2,5-dimethylphenyl)sulfonyl]amm 

Ethyl 2<2-{[(2,4-difluorophenyl)suto^ 

Ethyl 2^2^((4-metKylphenyl)sulfonyty^^ 

E%12<2-{[(2,5-dicMoro-3-thienyty^ 

E%l(2-{[(2K5hlorophenyl)sulfonyl]amino}-l,3-thiazol^ 

Ethyl 2<2-{[(3^Moro-2-me%lphenyl)sulfonyl]amino}4,3-M 

Ethyl 2-{2-[([14'-biphenyl]^ 

E%12<2-{[(3-bromophenyl)sulfon^ 



WO 01/90090 



31 



PCT/SE01/01155 



Ethyl (2-{[(4-mtropheny^ 

Ethyl (2-{[(4-methoxyphenyl)siilfotiyl]amin 
. Ethyl (2-{[(3-rdtrophenyl)sulfonyl]amino}-l,3-tW 

Ethyl (2-{[(3Hrathylphenyl)su^ 
5 Ethyl (2-{[(3-cMorophenyl)sufo^ 

Ethyl (2-{[(4-fluorophenyl)s^ 

Ethyl (2-{[(3-fluorophenyl)sr^ 

Ethyl {2-[(phenykulfonyl)an^ 

Ethyl (2-{[(4-isopropylphenyl)suifonyl]amino}-l,3 
10 Ethyl [2-({[3<{[4-(2^thoxy-2-oxoe%l)-l,3-thiazol-2- 

yl]aiiuno}caibonyl)phenyl]sulfonyl}amino> 

Ethyl [2-({[4<{[4-(2-etiioxy-2-oxoethyl>l,3-thiazol-2- 

yl]anmo}carbonyl)phmyl]s 

Ethyl (2-{[(2-me%iphenyl)sulfonyl]amino}4,3-tM 
15 Ethyl [2-({[2<trffluorome%l)phenyl]sulfonyl}amm 

Ethyl [2-({[3-(trifluorom 

E%l[2-({[4-(trifluoro^ 

Ethyl 2^2-{[(4-bromophenyl)sulfonyl]amiiio}- l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(2<ritrophenyl)sulfc^ 
20 E%1 (2-{[(2,4-dicMoro-6-me^^ 

Ethyl (2-{[(2,4,6-tricUorbphenyl)suIfbnyl]amino 
E%l(2-{[(2,4-dichlorophenyl)sulfonyl]ainino}-l,3-^ 

Ethyl (2-{[(5-fluOTO-2-me&ylph^ * 

Ethyl (2-{[(4-propylphenyl)s^ 

25 Ethyl (2-{[(2-methoxy^methylph^ 

E%l(2-{[(3,5^chlorophenyl)sulfonyl]amino}-l,3-^ 

E%1 [2<{[4^3-cUoro-2^yanopheno^)phenyl]sulfony 
yl]acetate, 

Ethyl (2-{[(3,4HHcUorophenyl)siilfonyl]amm 
30 Ethyl (2-{[(4-butoxyphenyl)sulfonyl]amino}-l,3-^ 
Ethyl (2-{[(4^Uoro-2-methylphenyty 
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Ethyl [2-({[4^acetylammo)p^ 
Ethyl {2-[(8-quinolinylsul&^^ 

Ethyl (2-{[(3 > 4-dimethoxyphenyl)suJtfonyl]amino} . 
Ethyl (2-{[(4-iodophenyl)sulfo^ 

Ethyl (2-{ [(3-chloro^me%lphenyl)sulfonyl]amino}-l,3-t^ 

E%i [2^{[5r(dimethylamino)-l-naph%l]sul& 

E%1 (2-{[(l-me%l-lH-iinidazoM.yl)sulfonyl]a 

Ethyl (2-{[(5-bromo-2-methoxyphenyl)sulfOnyl]aiim 

Ethyl (2-{[(2,5-dimethoxyphenyl)sulfonyl]amm 

E%L{2-[(2-naph%lsulfo^ 

Ethyl {2-[(mesitylsulfonyl)an^^ 

Ethyl (2-{ [(3-bromo-5-chloro-2-tMenyl)sulfonyl]ainino}-l,^ 

E%1 {2-[({5-[(benzoylamino)m^ 

yl}acetate, 

Ethyl {2-[({5-[l-me%l-5-(^ 

thienyl}sulfonyl)amino]-l,3-tMazol-^yl}acetate, 

E%l(2 : {[(4-cyanophenyl)sulfc^^ 

E%1 {2-[({5-[2Kme%lsulfanylH-pyrinu 

thiazol-4-yl}acetate, 

Ethyl (2-{ [(S^aaopheny^sulfonyyaminoj-l^-tMazoM-y^acetate, 
Ethyl (2-{[(2,4,5-tricM6rophenyl) 
Ethyl [2-({[(E)-2-phenylethenyl]s^ 
E%l(2-{[(2,3,4-tricMorophe^ 
Ethyl (2-{[(4-bromo-2,5^uoro 

Ethyl [2^{[4^trifluoromethoxy)p^ . 

Ethyl (2-{[(2,3^cUorophenyl)suto 

Ethyl (2-{[(2-bromophenyl)sulfonyy 

Ethyl (2-{[(4,5^cUor(>2-tMenyl)sulfonyl]ainino}-l,3-tW 

Ethyl [2^{[4-(phenylsufo 

E%l[2<{[5-(phenylsulfo^^ 

Ethyl (2-{ [(2,6^chlorophmyl)sulfonyl]amino }-l,3-tMazol-4-yl)acetate, 
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Ethyl (2^[(2^anophenyl)sulfonyy 
Ethyl [2^{[4-(acetylaiBdno)-3-cUor6phenyl]sulfo 
Ethyl (2-{[(5-chloro-l,3-dime%^^ 
yl)acetate, 
5 Ethyl (2-{[(3-methoxyphenyl)suto^ 
Ethyl (2-{ [(4-bromo-5-cMoro-2-tMenyl)^ 
Ethyl 2-{24(l-naph%lsulfonyl)am^ 
Ethyl (2-{[(2,5-<ttcMorophenyl) 
Ethyl [2^{[4-(methylsulfonyl^^ 
10 Ethyl [2<{[2n(methyls^^ 

Ethyl (2-{[(4-bromo-2-fluoroph^ 
Ethyl (2-{[(2,3,4-trifluo^ 

Ethyl (2-{[(7-chloro-2, l,3-benzoxaiazoM-yl)sulfonyl]amko}-U3-tMazol^ 
yl)acetate, 
15 Ethyl (2-{[(2,4,6-trifluoro^ 

2-CMoro-5^{[4^2-ethoxy-2-oxoe%l)-l,3-thiazol-2-yy 
fluorobenzoic acid, 

Ethyl (2-{[(5^Uoro-2-1hienyl)sulfonyl]amino}-l^ 

Ethyl (2-{[(2-cUoro-4-fluorophenyl)sulfonyl]amino}-l,3-thia^ 
20 Ethyl [2^{[5^34soxazolyl)-2-thienyl]sulfonyl}anm 

Ethyl (2-{[(4-bromo-2-me%lphenyl) 

Ethyl (2-{[(4-phenoxyphenyl)sulfonyl]amino}-l,3-thiaz 

Ethyl (2-{[(4^Uoro-2,6-dimethylphenyl)sulfon^ 

Ethyl [2^{[2-methyM-(tri^ 
25 yl]acetate, 

Ethyl [2<{[2,4-bis(trifluoromethyl)phenyl]siilfonyl}a^ 

Ethyl 2-{2-[[(3-cMoro-2-me%lpta 

yljacetate, 

Ethyl oxo(2-{[(4-propylpheayl)sulfonyl]amino}-l,3- 
30 Ethyl (2-{[(3^Moro-2-meftylphm 

Ethyl oxo(2-{[(2,4,6-tricMorophenyl)sxilfonyl]anm 
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Ethyl {2-[([l, lMriphenyl]^-ylsulfo^ 

Ethyl (2-{[(2,4-dicMoro-6-methylphenyl)sulfonyl]amb 

yl)(oxo)acetate, 

2<2-{[(4-Me%lphenyl)sulfo^^ 

2^2-{[(2,5-DicMoro-3-thfe^ acid, 
(2-{[(2-CMoropheayl)siilfonyl]aminp}-l,3-lMaM 

2<2-{[(3-CMoro-2-me%lphenyl)sulfonyl]amino}-l^ acid, 

bopropyl 2-(2-{[(3-cMoro-2-me^ 

Phenyl 2-(2-{ [(3-cMoro-2-methylphenyl)s^ 

Methyl (2-{[(3-cUoro-2-methylphenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetate, 

Methyl {2-[([l, l'-biphenyl]^ylsulfo^^^ 

Methyl (2-{[(4^Morophenyl)s^ 

Methyl (2-{[(3^Moro-2-me%lphe^ 

yl)acetate, 

Me%l [2-({ [4-(3-cUoro-2-(^anophenoxy)phenyl]sulfon 

thiazol-4-yl]acetate, 

Me%l (5-me%l-2-{[(4-propylpte 

Methyl (5-mfe%l-2-{[(2,4,6-tricWorophenyl)sulfon^ 

Methyl (2-{[(2,4-dicMoro^-me%lphenyl)sulfonyl]amk . 
yl)acetate, 

N-(2-Methoxyethyl>2-(2-{ [(^me^lphenyO^onylJaininol-l^-tMazol-^ 
yl)acetamide, 

2-(2-{[(2,5-DicWoro-3-thienyl)sulfonyl]amino 

N-(l,3-Ben2»diaxol-5-ylme%^ 

yl}acetamide, 

N^2-Finylme%l)-2-{2-[(l^ 

2 <2-{[(2,4-Difluorophm^ 

N-Isopropyl-2-{2-[(l-naphthylsulfonyl)amino]-l,3- 

N-[2^1H-Iadol-3-yl)e%^ 

yl}acetamide, 

N<Cyclohexylme%l)-2-{2-[(pta 
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2<2-{[(3-CMoro-2-methylphenyl)sul^ 
methylacetamide, 
2^2-{[(3-CMoro-2-me^ 
ethylaeetamide, 

5 2^2-{[(3-Cmoro-2-methylphenyl)sulfoayl]ainino^ 

phenylacetamide, 

2^2-{[(4-CUorophe^ 

fuiylmethyl)acetamide, 

N-Ben^ydiyl-2-(2-{[(4-^ 
10 2^2-{[(4-(^6rophenyl)sulfonyl]ainino}-l,3 

fuianylmethyl)acetamide, 

Ethyl 4-{[2<2-{[(4-cMorophenyl)s 

piperidinecarboxylate, 

N-Benzhydryl-2-(2-{[(3^ 
15 yl)acetamide, 

2<2-{[(4-<^orophenyI)sulfonyl]amino}-l,3 

2-(2-{[(3-CUoro-2-methylphenyl)siilfonyl]am^ 

2 K 2 -{[(3-CUoro-2-me%lphenyl)sulfonyl]am^ 

diethylacetamide, 
20 2-{2-[([l^ , -Biphenyl]-4-ylsulfonyl)amino]-l,3-thi 

N,N-die%l-2^2-{[(4-propylphenyl)sulfonyl]amino}-l^ 

2 K2-{[(2,4-DicMoro-6-me11iylphenyl)su^ 

diethylacetamide, 

N,N-diethyl-2-(2-{[(2A^^ 
25 yl)acetamide, 

2 -{2-[([l,r-Biphenyl]-4-ylsulfonyl)ainm 

diisopropylacetamide, 

N,N-diisopropyl-2^2-^^ 

2 <2-{[(2,4-DicWoro-6-methylphenyl)sulfo 
30 diisopropylacetamide, 
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N,N-dusopropyl-2-(2-{[(2,4,6-tri^ 
yl)acetamide, 

2<2-{[(3-CMoro-2-me%lphenyl)sulfonyl]amko} 
diisopropylacetamide, 

2<2-{[(3-CMoro-2-me%lphenyl)sulfonyl]amin 
dipropylacetamide, 
N-benzyl-2<2-{[(3^Moro-2-m^ 
methylacetamide, 

N-benzyl-2^2-{[(3^Moro-2-methylphmyl)suIfo 

ethylacetamide, 

2-(2-{[(3-CMoro-2-me%^^ 

dimethylacetamide, 

2-(2-{ [(3-cUoro-2-me%lphenyl)sulfonyl]ainm 

methylacetamide, 

3<Horo-N-{4-[2-(3,4-d%^ 

methylbenzenesulfonamide, 

2-(2-{[(3-CMoro-2-me%lphenyl)s^^ 

phenylacetamide, 

2-(2-{ [(3-CUoro-2-methylphenyl)sulfonyl]amino}- l,3-thiazol-4-yl)-N-isopropyl-N- 

methylacetamide, * 

2-{2-[(£U'-Biphenyl]-4-yM 

methylacetamide, 

N-e%l-N-methyl-2-^ 

yl)acetamide, - 

2<2-{[(2,4-WcMoro-6-metliylphenyl)siilfo 
methylacetamide, 
N-ethyl-N-me%l-2^2-tf^^ 
yl)acetamide, 

2 -{2-[([l,l-Biphenyl]-4-ylsulfonyl)amino]-l,3-t^ 
methylacetamide, 



WO 01/90090 37 PCT/SE01/01155 

2-(2-{[(3-CMoro-2-me^ 
methylacetamide, 

2-(2-{ [(3-CMoro-2-me%lphenyl>^ 

[(lS)-l-phenyletiiyl]acetamide, 
5 3<Moro-2-me1iiyl-N^ 

yl}benzenesulfonamide, 

3^oro-2<ne%l-N-{4-[2-ox^ 

yljbenzenesulfonamide, 

N-{4-[2K>xo-2^1-piperidinyty^ 
10 N-{4~[2-oxo-2-(l-piperidinyl^ 

2,4-DicMoro^-methy^ l,3~tfaiazol-2- 

yl}benzenesulfonamide, 

2A6-TricMoro-N-{4-[2^xo^ 

yljbenzenesulfonamide, 
15 3-CMoro-2-methyl-N-{4^ 

yljbenzenesulfpnamide, 

2,4,6-Tricmoro-N44-[2^4-moipholinyl)-2-oxoe^ 

yl}benzenesulfonamide, 

2,4-DicMoro-6-methyl^ 
20 yl}benzenesulfoiiamide 9 

N-{4-[2H(4-morpho^ r-biphenyl]^-sulfonamide, 

N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}^ 

2,4-DicUoro-N-{4-[2-(4-moipholinyl)-2-oxoe%l]-l,3-thia^ . 

yl}benzenesulfonamide 9 
25 4-(Moro-2,6-dime%^ 

yljbenzenesulfonamide, 

N-{4-[2^4nmoipholiny^ 

phenoxyben2mesulfonamide, 

2-Mefcyl-N-{4-[2^^ 
30 (trifluoromethoxy^enzenesulfonamide, 
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N-{4-[2-(4^moipho^ 
bis(trifluoromethy^ 
4-Bromo-2<nethyl-N-{4-[2^^ 
yl}benzenesulfonamide, 
5 4-(2-Fuiyl)-N-{4-[2-^^ 
yl}benzenesulfonamide, 
S'-Huoro-ff-metlioxy-^ 
biphenyl]^sulfonamide, 
4^5-Methyl-2-tl^ 
1 0 yl}benzenesulf onamide, 
3 ! -Acetyl-N-{4-[2<^^ 
sulfonamide, 

N-{4-[2-(4-Morpholi^ 
biphenyl]-4-sulfonamide, 
15 3^4'-DicMoro-N-{4-[2^^ 
4-suIfonamide, 

4-(l,3-Baizo(ttoxol-5-yl)-N-{4^^^ 
yl}benzenesulfonamide, 
4-(5-cMoro-2-thienyl>N-{4^^ 
20 yl}benzenesulfonamide, 

N-{4^2<4-Moipholinyl)-2^ 
pyridinyl)benzenesulfonamide, 

N-{4 , -[({4-[2<4-moipholinyl)-2-oxoe%l]-l,3-thi . 

biphenyl]-3-yl}acetamide, 
25 N-{4-[2^4-Moipholinyl)-2^xoethyl].l,3-fW 

thienyl)benzenesulfonainide, 

N-{4-[2^4-Moipholmyl>^ 

fhienyl)benzenesulfonamide, 

44({4-[2<4-Morpholinyl>^^ 
30 biphenyl]-4-carboxylic acid, 



4'-(Methyfculfany^ 1'- 
biphenyl]-4-sulfonamide, 
N-{4-[2<4-Moipholinyl)-2-oxoe^ 
biphenyl]-4-sulfonamide, 
5 4'-CMoro-N-{4-[2<4-mc»ph^^ 
sulfonamide, 

N-{4-[2<4-Morpholinyl)-2-oxoeto^^^ 

sulfonamide, , 

4-(l-Berazofuran-2-yl^ 
10 yl}benzenesulfonamide, 

N-{4-[2<4-Moiphol^ 

pyiroHdmyl)benzenesulfonainide, 

4-(4-Methyl- l-piperidinyl)-N-{4-[2^4^^ 

yl}benzenesulfonamide, 
15 4-Amlino-N-{4-[2<4-morpholinyl)-2-oxoe% 

4-(Benzylamino)-N-{4-[2-(4-morpholinyl)-2-o^ 

yl}benzenesulfonamide, 

N-{4-[2^4-Moipholiny^ 

tMenylmethyl)amino]benzenesulfona 
20 4-(4-Morpholinyl)-N-{4^2^ 

yl}benzenesulfonamide, 

4-(4-Methyl-l-piperazinyl)-N-{^ 

yl}benzenesulfonamide, 

N-{4-[2<4-Morpholinyl)-2-oxo^^^ 
25 pyridinylmetliyl)amino]benzm^ 

2,4-DicUoro^-me%l-N-{5-methyl^[2-(4-morphol% 

yl}benzOTesulfonainide, 

N-{5-methyl^[2-(4-morpholinyl>2-oxoethyl]-l,3-tW 
sulfonamide, 
30 . 2,4,6-tricMoro-N-{5-^^^ 
yl}benzenesulfonamide, 
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3^hloro-2-methyl-N-{5-me%^^ 

yl}benzenesulfonamide, 

3-CMoro-N<4-{2-[(2R,6S)-2,6^ 

2- methylbenzenesulfonamide, 
5 3-CMoro-2-me%l-N-(4-^^ 

oxoethyl}-l,3-thiaz»l-2-yl)^ 

3- CMoro-2-me%l-N-{4-[2-ox^ 
yljbenz^nesulfonamide, 
N-{4-[2-oxo-2-(4-tMomoipto^ 

10 sulfonamide, 

N-{4-[2-oxo-2-(4rthiomorpho^ 

propylbenzenesulfonamide, 

2,4-DicMoro-6-me%l-^ 

yl}benzenesulfonamide, 
15 2,4,6-TricMoro-N-{4-[2^xo-2-^^ 

yl}benzenesulfonamide, 

N-{4-[2-(l, 1-dioxido^thiomoipholi^ 

propylbenzenesulfonamide, 

Tert-butyl 4-[(2-{[(3-cMoro-2-me%lphenyl)sulfonyl]amin 
20 1-piperazinecarboxylate, 

N-{4<2^Acetyl-l-piperazin^^^ 

methylbenzenesulfonamide, 

3<Moro-2-metbyl-N-{4-[2^4-methyl-l-piper^ 

yl}be«aeiiesulfonamide trifluoroacetate, 
25 3<Moro-2-me%l-N-{4-[2^^^ 

yl}benzenesulfonamide trifluoroacetate, 

2-Me%l-N-{4-[2^4-methyM^^ 

(trifhioromethoxy)beiizenesulfonaiiude, 

2,4-Dichloro-6-methyl-N-{4-[2-(4-methyl- l-piperazhyl)-2-oxoetiiyl]-l,3-thiazol-2- 
30 yljbenzenesulfonamide, 
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2,4-DicUoro-N-{^ 
yl}benzenesiilfonamide, 
3<hloro-N-(4-{2-[(2R>2,4-dm^^ 
mefliylben2«aesidfonainide, 
5 2-(2-{[(3-CUoro-2-met^ 
methylacetamide, 

3- <^oro-2-me%l-N-[4-(2-oxope^ 

4- CUoro-N-[4^2-hydn>xye1hyl)-l,3-thiazol-2-y^ 
3-CMoro-N-[4^2-hydroxye%^ 

10 3-CUoro-N-[4-(3-hydroxypropyl>l,3-tMa2»l-2-yl]-^ 

3-CMor<>N-[4-(2-ethoxye^ 

3<Moro-N-[4-(2-isopropoxyethyl^ 

N-{4-[2-(ben2yloxy)e%l]-l^ 

3-CUoro-N-[4^2-metiioxye%l>l,3-thiazol-2-yl]-2-me 
15 3-CMoro-N-{4-[2-(2-fluoroefhoxy)ethyl]-l,3-thiazoW 

methylbenzenesulfoiiamide, 

3-CMoro-2-me%l-N-{^ 

yljbenzenesulfonamide, 

3-CUoro-2-methyl-N-{4-[2-(2-pyridinylsulfan^ 
20 yl}benzenesulfonamide, 

3-CMoro-2-me%l-N~{4^^ 

yl}benzenesulfonamide, 

Me%l2-[2^2-{[(3-cMoro-2-m^^ 

yl)ethoxy]benzoate, 
25 3-CMoro-N45-[(dira^ 

methylbenzenesulfonamide, 

2^2-{[(3-CMoro-2-melhylphenyl)sulfonyl]amin 

methanesulfonate, 

3K2-{[(3<Moro-2-methylphmy^ 
30 methanesulfonate, 

2 < 2 M[(3-CWoro-2-methylphenyl)si2lfonyl]am^ 
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2-(2-{ [(3-(^oro-2-methylphenyl)sxiIfonyl]amino}4,3 

2-(2-{ [(3-CUoro-2-me%lphenyl)sulfonyl]amino}- l,3-thiazol-4-yl)ethyl 2- 

methylpropaaoate, 

2<2-{[(3-CMoro-2-metiiylphenyl)sulfonyl]amino} 
2-(2-{ [(3-cUoro-2-me%lphenyl)sulfonyl]amin 
2-(2-{[(3-CUoro-2-me%lphenyl)Sulfonyl]amino}-l,^ 
morpholinecarboxylate, 

2<2-{[(3-Chloro-2-me%lphenyl)sulfonyl]amm 
diethylcarbamate, 

2- (2-{ [(3-(^oro-2-me%lph^ 
efhylcarbamate, 
N-[4-(2-azidoe1hyl)-l,3-thm^ 
N-[4-(2-aminoethyl>l,3-thi^ 
3<Moro-2-me%l-N-{4-[2-(m^^ 
yl}benzenesulfonamide, 
4-CMoro-N-{4-[2^diethylain^ 
hydrochloride, 

3- CMoro^4-[2<die%lam^ 
methylben2mesulfoiiaiiiide hydrochloride, 
3<Moro-N-{4-[2-(lH-im^^ 
methylbeiizmesulfonaiiiide dihydrate, 
3-CUoro-2-me%l-N-{4-[2<4-methyl-l-piperazm 
yl}benzeaesulfonamide dihydrochloride, 
3<Moro-2-methyl-N-{4-^^ 
yl}benzenesulfonamide hydrochloride, 
3-CUoro-2-methyl-N-[4^4-moipholinylmethyl)-l,3-M 
hydrochloride, 

2,4,6-TricUoro-N-{4-[2-(4-^^ 
hydrochloride, 

2,4-DicMoro-N-{4-[2^4-morphofo^ 
hydrochloride, 
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2,4-DicMoro-6-me^^ 
' yl}benzenesulfonamide hydrochloride, 

N-{4-[2-(4-Moipholinyl)ethyl]-^ 

hydrochloride, 
5 3-CMoro-N-{4-[2-(e1hyl^^ 

3-CMoro-N<4-{2-[(2-hydroxye%l^ 

methylbenzenesulfonamide, 

3-CMoro-N-(4-{3-[(2-hydroxy^ 

methylbenzmesulfonamide hydrochloride hydrate, 
10 N-[2<2-{[(3s:Moro-2-methylphenyl)sulfonyl]amin 

ethylacetamide, 

3-Chloro-2-me%l-N-{4-P^^ 

yljbenzenesulfonamide, 

3-(Moro-N-{4-[2^2-hydroxy^ 
15 methylbenzenesulfonamide, 

2,4-DicMoro-N-{4r[2-(3^^ 

yl}benzenesulfonamide, 

2.4- DicMoro-6-methyl-N-{4-[2-(3^^ 
yl}benzenesulfonamide, 

20 2,4,6-TricMoro-N-{442-(3-o^^ 
yl}benzenesulfonamide, 

4.5- DicMottrN-{4-[2^ 
thiophenesulfonamide, 

N»{4-[2<3-Cbco^moipholinyl)e%l]-l,3-Mazol-2-yl} 
25 phenoxybenzenesulfonamide, 

3rFIuoro-N-{4-[2-(3^xo^-morphol^ 

N-{4-[2^3<)xo^morpholinyl)e%^ 

thiopheuesulfonamide, 

N-{2<Moro^[({4-[2-(3^^ 
3 0 yl} amino)sulfonyl]phenyl} acetamide, 
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3-CMoro-2-mefhyl-N-{44(3^^ 

yl}benzeaesulfonamide, 

3-CMoro-2-me%l-N-{4-[3<3^^ 

yl}benzenesulfonaihide, 
5 3«CMoro-N>dimethy^^ 

yl}benzeuesulfonainide, 

3-CMoro-2-methyl-N-{^ 

yl}benzenesulfonamide, 

N-[2-(2-{[(3-CMoro-2-methy^^ 
10 yl)ethyl]acetamide, 

3 -CUoro-2-methyl-N- { 4-[2-(3 -oxo- 1 ,4-oxazepan-4-yl) ethyl]- 1 , 3 -thiazol-2- 

yl}benzenesulfonamide, 

3<Moro-2-methyl-N-{4^2<2^^ 

ytybenzenesulfonamide, 
15 3-CMoro-2-methy^ 

yl}benzenesulfonamide, 

3-CMoro-2-methyl-N-{4-^ 

yl}benzenesu!fonamide, 

N42-(2-{[(3-CMoro-2-me%lphenyl)siilfonyl]am^ 
20 hydroxyethyl)-2-furamide, 

N-[2-(2-{[(3-cMoro-2-me%lp^^ 

methylcyclopropaaecarboxamide, 

3-CMoro-2-me%l-N-{4<2-(4^ 

yl}benzenesulfonamide hydrochloride, 
25 3-<^oro-2-me%l-N<4-{2^ 

yl)benzenesulfoiiamide, 

3-<^oro-2-me%l-N^4-^ 

yl)benzeaesulfonamide, 

3-<^oro-2-me%l^ 
3 0 yl]benzenesulfonamide, 
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3-CMoro-2-me%l-N-[4<^^ 
tHazol-2-yl]benzenesulfonamide, 
N-[2<2-{[(3-CMoro-2-me%lphenyl)sulfonyl]aiim 
methyl- 1 H-imidazole-4-sulfonamide, 
5 3-CMoro-N-(4-{2-[[(3-^ 

tMazol-2-yl)-2-methylbenzenesulfonamide, 
N-[4-(2-bromoethyl)-l 9 3-tlu^ 
3-CUoro-N-[4-(2-cUoroethyl)-l,3-thiazol-2-yl]-2-me% 
3-CMoro-2-methyl-N-{4-[(5-m^^ . 
10 yl}benzenesulfonamide, 

Ethyl 3-(2-{[(3-chloro-2-methy^ 

Another object of the present invention is a pharmaceutical composition comprising at 
least one compound of the formula (II) as defined above, and a pharmaceutical^ 
15 acceptable carrier. 

The compounds according to the present invention may be used in several indications 
which involve 1 1-p-hydroxysteroid dehydrogenase type 1 en2yme. Thus the 
compounds according to the present invention may be used against dementia (see 

20 WO97/07789), osteoporosis (see Canalis E 1996, Mechanisms of glucocorticoid action 
in bone: implications to glucocorticoid-induced osteoporosis, Journal of Clinical 
Endocrinology and Metabolism, 81, 3441-3447) and may also be used disorders in the 
immune system (see Franchimont et al, 'Inhibition of Thl immune response by 
glucocorticoids: dexamethasone selectively inhibits EL-12-induced Stat 4 

25 phosphorylation in T lymphocytes", The journal of Immunology 2000, Feb 15, vol 164 
. (4), pages 1768-74) and also in the above listed indications. 



The various terms used, separately and in combinations, in the above definition of the 
compounds having the formula (II) will be explained. 



The term "aiyl" in the present description is intended to include aromatic rings 
(monocyclic or bicyclic) having from 6 to 10 ring carbon atoms, such as phenyl (Ph) 
and naphfihyl, which optionally may be substituted by Cu-alkyl. Examples of 
substituted aryl groups are benzyl, and 2-methylphenyl. 

The term "heteroaryl" means in the present description a monocyclic, bi- or tricyclic 
aromatic ring system (only one ring need to be aromatic) having from 5 to 14, 
preferably 5 to 10 ring atoms such as 5, 6, 7, 8, 9 or 10 ring atoms (mono- or bicyclic), 
in which one or more of the ring atoms are other than carbon, such as nitrogen, sulfur, 
oxygen and selenium. Examples of such heteroaryl rings are pyrrole, imidazole, 
thiophene, foran, thiazole, isothiazole, thiadiazole, oxazole, isoxazole, oxadiazole, 
pyridine, pyrazine, pyrimidine, pyridazine, pyrazole, triazole, tetrazole, chroman, 
isochroman, quinoline, quinoxaline, isoquinoline, phthalazine, cinnoline, quinazoline, 
indole., isoindole, indoline, isoindoline, benzo thiophene, benzofuran, isobenzofuran, 
benzoxazole, 2,1,3-benzoxadiazole, benzothiazoie, 2,1,3-benzothiazole, 2,1,3- 
benzoselenadiazole, benzimidazole, indazole, benzodioxane, indane, 1,2,3,4- 
tetrahydroquinoline, 3,4-dihydro-2H-l,4-benzoxazine, 1,5-naphthyridine, 1,8- 
naphthyridine, acridine, fenazine and xanthene. 

The tenn "heterocyclic" in the present description is intended to include unsaturated as 
well as partially and fully saturated mono-, bi- and tricyclic rings having from 4 to 14, 
preferably 4 to 10 ring atoms, such as, for example, the heteroaryl groups mentioned 
above as well as the corresponding partially saturated or fully saturated heterocyclic 
rings. Exemplary saturated heterocyclic rings are azetidine, pyrrolidine, piperidine, - 
piperazine, morpholine, thiomorpholine and 1,4-oxazepane. 

Ci-6-alkyl in the compound of formula (II) according to the present application, which 

may be straight, branched or cyclic, is preferably Ci_4-alkyl. Exemplary alkyl groups 

include methyl, ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, tert-butyl, pentyl, 
isppentyl, hexyl, isohexyl,' and cyclohexyl. 
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Ci-6-alkoxy, in the compound of formula (II) according to the present application may 
be straight or branched, is preferably Ci^-alkoxy. Exemplary alkoxy groups include 
methoxy, ethoxy, propoxy, isopropoxy, butoxy, sec-butoxy, tert-butoxy, pentyloxy, 
isopentyloxy, hexyloxy, and isohexyloxy. 

5 

Cl-6-acyl, m <h e compound of formula (IT) according to the present application may 
be saturated or unsaturated and is preferably Ci-4-acyl. Exemplary acyl groups 

include formyl, acetyl, propionyl, butyiyl, isobutyryl, valeiyl, isovaleiyl, butenoyl (e.g. 
3-butenoyl), hexenoyl (e.g. 5-hexenoyl). 
10 . 

The term "halogen" in the present description is intended to include fluorine, chlorine, 
bromine and iodine. 

The term "sulfanyl" in the present description means a thio group. 

15 

With the expression mono- or di-substituted is meant in the present description that the 
functionalities in question may be substituted with independently H, Ci^-acyl, Ci-6- 
alkenyl, Ci^-(cyclo)alkyl, aiyl, pyridylmethyl, or heterocyclic rings e.g. azetidine, 
pyrrolidine, piperidine, piperazine, morpholine and thiomorpholine, which 
20 heterocyclic rings optionally may be substituted with C^-alkyl. 

The term "prodrug forms" in the present description means a pharmacologically 
acceptable derivative, such as an ester or an amide, which derivative is biotransfonned 
in the body to form the active drug (see Goodman and Gilman's, The Pharmacological 
25 basis of Therapeutics, 8 th ed, McGraw-Hill, hit EcL 1992, "Biotransformation of 
Drugs, p. 13-15). 

"Phannaceutically acceptable" means in the present description being useful in 
preparing a pharmaceutical composition that is-generally safe, non-toxic and neither 
30 biologically nor otherwise undesirable and includes being useful for veterinary use as 
well as human pharmaceutical use. 
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"Pharmaceutically acceptable salts" mean in the present description salts which are 
pharmaceutical^ acceptable, as defined above, and which possess the desired 
pharmacological activity. Such salts include acid addition salts formed with organic 
5 and inorganic acids, such as hydrogen chloride, hydrogen bromide, hydrogen iodide, 
sulfuric acid, phosphoric acid, acetic acid, glycolic acid, maleic acid, malonic acid, 
oxalic acid, methanesulfonic acid, trifluoroacetic acid, fumaric acid, succinic acid, 
tartaric acid, citric acid, benzoic acid, ascorbic acid and the like. Base addition salts 
may be formed with organic and inorganic bases, such as sodium, ammonia, 
10 potassium, calcium, ethanolamine, diethanolamine, N-methylglucamine, choline and 
the like. 

Pharmaceutical compositions according to the present invention contain a 
phannaceutically acceptable carrier together with at least one of the compounds 
15 comprising the formula (II) as described herein above, dissolved or dispersed therein 
as an active, antimicrobial, ingredient In a preferred embodiment, the therapeutic 
composition is not immunogenic when administered to a human patient for therapeutic 
purposes, unless that purpose is to induce an immune response. 

20 The preparation of a pharmacological composition that contains active ingredients 
dissolved or dispersed therein is well understood in the art Typically such 
compositions are prepared as sterile injectables either as liquid solutions or 
suspensions, aqueous or non-aqueous, however, solid forms suitable for solution, or 
suspensions, in liquid prior to use can also be prepared. The preparation can also be 

25 emulsified. 

The active ingredient may be mixed with excipients, which are phannaceutically 
acceptable and compatible with the active ingredient and in amounts suitable for use in 
the therapeutic methods described herein. Suitable excipients are, for example, water, 
30 saline, dextrose, glycerol, ethanol or the like and combinations thereof. In addition, if 
desired, the composition may contain minor amounts of auxiliary substances such as 
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wetting or emulsifying agents, pH buffering agents and the like which enhance the 
effectiveness of the active ingredient Adjuvants may also be present in the 
composition. 

5 Phannaceutically acceptable carriers are well known in the art Exemplary of liquid 
carriers are sterile aqueous solutions that contain no materials in addition to the active 
ingredients and water, or contain a buffer such as sodium phosphate at physiological 
pH value, physiological saline or both, such as phosphate-buffered saline. Still further, 
aqueous carriers can contain more than one buffer salt, as well as salts such as sodium 
10 and potassium chlorides, dextrose, propylene glycol, polyethylene glycol and other 
solutes. 

Liquid compositions can also contain liquid phases in addition to and to the exclusion 
of water. Exemplary of such additional liquid phases are glycerine, vegetable oils such 
15 as cottonseed oil, organic esters such as ethyl oleate, and water-oil emulsions. 

The pharmaceutical composition according to one of the preferred embodiments of the 
present invention comprising compounds comprising the formula (IT), may include 
phannaceutically acceptable salts of that component therein as. set out above. 

20 Phannaceutically acceptable salts include the acid addition salts (formed with the free 
amino groups of the polypeptide) that are formed with inorganic acids such as, for 
example, hydrochloric or phosphoric acids, or such organic acids as acetic acid, 
tartaric acid, mandelic acid and the like. Salts formed with the free carboxyl groups 
can also be derived from inorganic bases such as, for example, sodium, potassium, 

25 ammonium, calcium or ferric hydroxides, and such organic bases as isopropylamine, 
trimethylamine, 2-ethylamino ethanol, histidine, procaine and the like. 

The preparations according to the preferred embodiments may be administered orally, 
topically, intraperitoneally, intraarticularly, intracranially, intradermally, 
30 intramuscularly, intraocularly, intrathecally, intravenously, subcutaneously. Other 
routes which are known for the skilled person in the art are thinkable. 
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The orally administrable compositions according to the present invention may be in 
the form of tablets, capsules, powders, granules, lozenges, liquid or gel preparations, 
such as oral, topical or sterile parenteral solutions or suspensions. Tablets and capsules 
for oral administration may be in unit dose presentation form and may contain 
conventional excipients such as binding agents, for example syrup, acacia, gelatin, 
sorbitol, traganath or polyvinylpyrrolidone; fillers e.g. lactose, sugar, maize-starch, 
calcium phosphate, sorbitol or glycine; tabletting lubricant e.g. magnesium stearate, 
talc, polyethylene glycol or silica; disintegrants e.g. potato starch, or acceptable 
wetting agents such as sodium lauryl sulfate. The tablets may be coated according to 
methods well known in normal pharmaceutical practice. Oral liquid preparations may 
be in the form of e.g. aqueous or oily suspensions, solutions, emulsions, syrups or 
elixirs or may be presented as a dry product for reconstitution with water or other 
suitable vehicle before use. Such liquid preparations may contain conventional 
additives such as suspending agents, e.g. sorbitol, syrup, methyl cellulose, glucose 
syrup, gelatin hydrogenated edible fats; emulsifying agents e.g. lecithin, sorbitan 
monooleate or acacia, non-aqueous vehicles (which may include edible oils), e.g. 
almond oil, fractionated coconut oil, oily esters such as glycerine, propylene glycol, or 
ethyl alcohol; preservatives e.g. methyl or propyl p-hydroxybenzoate or sorbic acid, 
and if desired conventional flavouring or colouring agents. 

A pharmaceutical composition according to the present invention, may comprise 
typically an amount of at least 0. 1 weight percent of compound comprising the 
formula (II) per weight of total therapeutic composition. A weight percent is a ratio by 
weight of total composition. Thus, for example, 0. 1 weight percent is 0. 1 grams of 
compound comprising the formula (II) per 100 grams of total composition. A suitable 
daily oral dose for a mammal, preferably a human being, may vary widely depending 
on the condition of the patient However a dose of compound comprising the formula 
(II) of about 0. 1 to 300 mg/Tcg body weight may be appropriate. 



The compositions according to the present invention may also be used veterinarily and 
thus they may comprise a veterinarily acceptable excipient or earner. 

The compounds of the present invention in labelled form, e.g. isotopically labelled, 
5 may be used as a diagnostic agent 

The compounds of the formula (U) above may be prepared by, or in analogy with, 
conventional methods, and especially according to or in analogy with the following 
methods. Further, the pharmacology in-vitro was studied using the following reagents 
10 and methods. 

All publications mentioned herein are hereby incorporated by reference. By the 
expression "comprising" we understand including but not limited to. Thus, other non- 
mentioned substances, additives or earners may be present 

15 

The invention will now be described in reference to the following Figures and 
Examples. These Figures and Examples are not to be regarded as limiting the scope of 
the present invention, but shall only serve in an illustrative manner. 

20 EXPERIMENTAL METHODS 

Scintillation Proximity Assay 

[1, 2(n) - 3 H]-cortisone was purchased from Amersham Pharmacia Biotech. Anti- 
25 Cortisol monoclbnal mouse antibody, clone 6D6.7 was obtained from Immunotech and 
Scintillation proximity assay (SPA) beads coated with monoclonal antimouse 
antibodies were from Amersham Pharmacia Biotech. NADPH, tetrasodium salt was 
from Calbiochem and glucose-6-phosphate (G-6-P) was supplied by Sigma. The 
human 11-P-hydroxysteroid dehydrogenase type-1 enzyme (11-0-HSDO was 
30 expressed in Pichiapastoris. 18-0-glycynhetinic acid (GA) was obtained from Sigma. 
The serial dilutions of the compounds were performed on a Tecan Genesis RSP 150. 
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Compounds to be tested were dissolved in DMSO (1 mM) and diluted in 50 mM Tris- 
HC1, pH 7.2 containing 1 mM EDTA: 

The multiplication of plates was done on a WallacQuadra. The amount of the product 
5 [ 3 H]-cortisol, bound to the beads was determined in a Packard, Top Count microplate 
liquid scintillation counter. 

The 1 1-P-HSDi enzyme assay was carried out in 96 well microtiter plates (Packard, 
Optiplate) in a total well volume of 220 pL and contained 30 mM Tris-HCl, pH 7.2 

10 with 1 mM EDTA, a substrate mixture tritiated Cortisone/NADPH (175 nM / 18 1 
pM), G-6-P (1 mM) and inhibitors in serial dilutions (9 to 0.15 pM). Reactions were 
initiated by the addition of human 1 l-P-HSD h either as Picfda pastoris cell 
homogenate or microsomes prepared from Pichia pastoris (the final amount of 
enzyme used was varied between 0.057 to 0.11 mg/mL). Following mixing, the plates 

15 were shaken for 30 to 45 minutes at room temperature. The reactions were terminated 
with 10 jjL 1 mM GA stop solution. Monoclonal mouse antibody was then added (10 
pL of 4 pM) followed by 1 00 pL of SPA beads (suspended according to the 
manufacturers instructions). Appropriate controls were set up by omitting the 11-p- 
HSDi to obtain the non-specific binding (NSB) value. 

20 

The plates were covered with plastic film and incubated on a shaker for 30 minutes, at 
room temperature, before counting. The amount of [ 3 H]-cortisol, bound to the beads 
was determined in a microplate liquid scintillation counter. 

25 The calculation of the K$ values for the inhibitors was performed by use of Activity 
Base. The Kj value is calculated from IC50 and the value is calculated using the 
Cheng Prushoff equation (with reversible inhibition that follows the Michaelis-Menten 
equation): = IC 5 o(l+[S]/K m ) [Cheng, Y.C.; Prushoff W.tt Biochem. Pharmacol. 
1973, 22, 3099-3 108]. The IC 50 is measured experimentally in an assay wherein the 

30 decrease of the turnover of cortisone to Cortisol is dependent on the inhibition potential 
of each substance. The Ki values of the compounds of the present invention for the 1 1- 
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p-HSDl enzyme lie typically between about 10 nM and about 10 jjM. Illustrative of 
the invention, the following Ki values have been determined in the human 11-P-HSD1 
enzyme assay (see Table 1): • 



5 Table 1 : Ki values determined in the human 1 1- J3-HSD 1 enzyme assay. 



Compound of Example • 


K|(nM) 


1A 


32 


149A 


51 


151 A 


21 


179A 


14 


18 1A 


53 


189A 


299 


204A 


91 



COMPOUND PREPARATION 



10 General: 

For preparative straight phase HPLC purification a Phenomenex column (250 x 21 . 1 
mm, 10 pm) was used on a Gilson system eluting with ethanolin chloroform (gradient 
from 0 - 10% in 10 min) with a flow of 20 mL/miiL Column chromatography was 
performed on silica using Silica gel 60 (230-400 mesh), Merck. Melting points were 
. 15 determined on a Gallenkamp apparatus. Elemental analyses were recorded using a 
Vario EL instrument HPLC analyses were performed using a Hypersil Elite column 
(150 x 4.6 mm, 3\i) with a flow of 3 mL / min on a Waters 600E system with 
monitoring at 254 na Reverse phase preparative HPLC was carried put on a 100 x 
21.2 mm, 5p. Hypersil Elite column eluting with a gradient of 5% ACN in 95% water 
20 to 95% ACN in 5% water (0.2% TFA buffer) oyer 10 mins at a flow rate of 20 mL / 
min with die UV detector set at 254 nnL Thin layer chromatography was carried out 
using pre-coated silica gel F-254 plates (thickness 0.25 mm). Electrospray MS spectra 
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were obtained on a Micromass platform LCMS spectrometer. Crude, worked up 
compounds were purified by flash column chromatography using pre packed silica 
SPE columns (10 g silica) on an Isco Foxy 200 Combiflash system, and a gradient of 
16.67% ethyl acetate in hexane increasing incrementally to 100% ethyl acetate. 

5 

List of Abbreviations 

DCM = dichloromethane 
DEEA = N,N-diisopropylethylamine 
10 DMA? - 4-dimethylaminopyridine 
DME = ethyleneglycol dimethyl ether 
DMF = dimethylformamide 
DMSO = dimethyl sulfoxide 

EDCI = l-(3-dimethylaininopropyl)-3^thylcarbodiimide hydrochloride 
15 EDTA = ethylenediaminetetraacetic acid 

HCOOH = formic acid 

HOAT = 1 -hydroxy-7-azabenzotriazole 

HOBT = 1-hydroxybenzotriazole hydrate 

MTBE = tert-butyl methyl ether 
20 TEA = triethylamine 

THF = tetrahydrofuran • 

SULFONAMIDE COUPLINGS: 
25 METHOD A: 

1 Eq of the 2-aminothiazole was dissolved in pyridine (0.5 M solution). The sulfonyl 
chloride (1.2 eq) was added and the reaction mixture was stirred at ambient 
temper&ture under nitrogen atmosphere for 15 h. The reaction mixture was poured into 
aqueous HC1 (1 M). If the product precipitated it was collected on a filter and washed 
30 with aqueous HQ (1 M) and recrystallised from ethanoL In case an oil was obtained, 
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the crude was extracted with DCM and worked up and purified using standard 
procedures. 

METHOD B: 

5 A solution of the 2-aminothiazole derivative (1 eq), triethylamine (2 eq) and DMAP (1 
eq) in DMF (1 M) and DCM (0.225 M) was dispensed into a reaction vial. The 
sulfonyl chloride (1.2 eq) was dissolved in DCM (0.33 M) and added. The reaction 
mixtures were kept at room temperature over night The mixture was then added to 
petroleum ether (10 times reaction volume). After some hours in refiigerator the 
10 supernatants were decanted and (a portion of) the residual materials were dissolved in 
. DMSO-methanol-acetic acid (300 + 500 jiL + 50 \jL) and purified by preparative 
LCMS (acetonitrile-water gradients). The purest fractions were collected and 
lyophilized. Alternatively, the crude was isolated using extractive work-up and 
purified using standard procedures. 

15 

SAPONIFICATIONS: 
METHOD C: 

1 Eq of the ester was suspended in 95% ethanol (0. 1 M) and treated with KOH 
20 (aqueous, 6 eq). Water was added until a clear solution was achieved The reaction 
mixture was stirred for 2-3 h at ambient temperature. The solvent was removed under 
reduced pressure and the crude was redissolved in water. Addition of conb. HC1 until 
pH 2 gave a precipitate which was collected on a filter and washed with cold water and 
dried. 

25 

AMIDE COUPLINGS: 
METHOD D: 

The carboxylic acid ester was dissolved (0.05 M) in a large excess of the amine in 40 
30 or 70% water-solution The reaction mixture was stirred at ambient temperature over 
night The solvent was removed under reduced pressure and the crude product was 
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purified by flash column chromatography on silica gel eluting with methanol (0-»6%) 
inDCM. 

METHOD E: 

The carboxylic acid was suspended in DCM (0.05M) followed by the addition of 
EDCI (1. 1 eq), triethylamine (3 eq), DMAP (0.5 eq) and the amine of choice (1.2 eq). 
DMF was added when the starting materials did not dissolve properly. The reaction 
mixture was stirred at ambient temperature over night The organic phase was washed 
with aqueous HC1 (1 M), dried over sodium sulfate, filtered and evaporated in vacuo. 
The crude product amide was purified by flash column chromatography on silica gel, 
eluting with methanol (l->3->6%) in DCM or ethyl acetate. 

METHOD F: 

The carboxylic acid was suspended in DCM (0. 1 M) and cooled to 0°C under nitrogen, 
(g) atmosphere. EDCI (1 eq), HOAT (1 eq) or HOBT (1 eq) was added, Mowed by 
TEA (2.2 eq). After 10 mm t the amine of choice (1.2 eq) was added and the reaction 
mixture was allowed to warm to ambient temperature. After 5 h, the DCM phase was 
washed with aqueous HC1 (1 M) and worked up and purified as described in 
METHOD E. 

METHOD G: 

Under N 2 -atmosphere, aluminium chloride (1 eq) was suspended in DCM (0. 1 M) and 
treated with the amine of choice (4 eq) at ambient temperature. After 10 min, the alkyl 
ester (1 eq) was added and the reaction mixture was stirred until starting material had 
been consumed (TLC). Quenching with saturated aqueous sodium hydrogen carbonate 
or aqueous HC1 (1 M) and extractive workup with ethyl acetate gave the crude 
products which were then purified by flash chromatography on silica gel eluting with 
DCM / methanol mixtures. 



FORMATION OF THIAZOLE RING: 



METHOD H: 

To a solution or suspension of an optionally substituted thiourea in ethanol (0.5 M), 1 
equivalent of a-haloketone was added at room temperature. The reaction mixture was 
stirred in a sealed tube at 95°C for 4 h, cooled, concentrated, redissolved in ethyl 
5 acetate, washed with saturated aqueous sodium hydrogen carbonate, dried over sodium 
sulfate and chromatographed on silica gel using petroleum-ether and ethyl acetate as 
eluents. 

METHOD I: 

10 To a 0.5 M solution of ketone (1 eq) and thiourea (2 eq) in ethanol at 60°C, 1 eq of 
iodine was added in one portion. The reaction tube was sealed and the reaction mixture 
was stirred at 100°C for 16 hours. After evaporation of the solvent the residue was 
taken up in DCM, washed with saturated aqueous sodium hydrogen carbonate, dried 
with magnesium sulfate. Products were purified by chromatography on silica gel using 

15 a gradient of petroleum-ether / ethyl acetate from 8: 1 to 2: 1 for elution. 

ACYLATIONS: 
METHOD J: 

20 To a solution of the alcohol in diy pyridine (0.3 M), 1. 1 eq of acid chloride was added 
at 0 °C. The reaction mixture was stirred at room temperature for 6 h, concentrated, 
co-evaporated with acetonitrile, re-dissolved in DCM, washed with aqueous HC1 (0.5 
M), dried with sodium sulfate and chromatographed on silica gel using petroleum- 
ether and ethyl acetate as eluents. 

25 

CARBAMATES: 
METHOD K: 

To a solution of the alcohol in dry pyridine (0.3 M), 1.5 eq of 4-nitrophenyl 
30 chloroformate (0.5 M in dry pyridine) was added at 0°C. After the reaction mixture 
was stirred at room temperature for 12 h, 5 eq of primary or secondary amine were 
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added at 0°C. The solution was stirred at room temperature for 3 h, concentrated, co- 
evaporated with acetonitrile, re-dissolved in DCM, washed with aqueous HC1 (0.5 M) 
and saturated aqueous sodium bicarbonate, dried with sodium sulfate and 
chromatographed on silica gel using DCM and methanol as eluents. 

5 

PALLADIUM COUPLINGS: 
METHOD L: 

INTERMEDIATE 18 (50 mg, 0. 10 mmol) and the boronic acid (0. 15 mmol) were 
10 weighed into reaction tubes together with palladium(II)acetate (2 mg). Dioxane (1.0 • 
mL) was added followed by aqueous potassium carbonate (100 uL, 2 M). The 
mixtures were stirred at 80 °C until the starting material was consumed (2 - 20 hours). 
The solvents were evaporated and die materials were dissolved in acetic acid- 
acetonitrile (400 uL-600 uL) and purified by preparative HPLC using acetonitrile- 
15 water gradients containing 0. 1% acetic acid. After HPLC analysis the purest fractions 
were collected and lyophilized 

METHOD M: 

INTERMEDIATE 18 (50 mg, 0. 10 mmol), 18-crown-6 (37 mg, 0. 14 mmol), (R)-(+)- 
. 20 2,2 , -bis(mphenylphosphino)l, l'-binaphuiyl (3.7 mg, 6 umol), tris(dibenzylidene- 

acetone)dipalladium(0) (1.8 mg, 2 umol), sodium terLbutoxide (13.5 mg, 0.14 mmol) 
and the amines (0. 15 mmol) were weighed into reaction tubes under nitrogen 
atmosphere. Dry dioxane (800 uL) was added and the mixtures were stirred at 80°C 
until the starting material was consumed (2-3 hours). The solvent was evaporated and 
25 the materials were purified by preparative LCMS using acetonitrile-water gradients 
containing 0. 1% acetic acid After HPLC analysis the purest fractions were collected 
and lyophilized. 

METHOD N: 

30 INTERMEDIATE 18 (50 mg, 0.10 mmol), (RH+>2,2^bis(diphenylphosphino)l,l , - 
binaphthyl (3.7 mg, 6 umol), tris(dibenzylideneacetone)dipalladium(0) (1.8 mg, 2 



jjmol) and sodium tertbutoxide (29 mg, 0.30 mmol) were weighed into reaction tubes 
under nitrogen atmosphere. The amines (1.0 mmol) were dissolved in dry toluene (300 
pL) and added The reaction mixtures were stirred at 80°C over night The materials 
were purified by preparative LCMS using acetonitrile-water gradients containing 0. 1% 
5 acetic acid. After HPLC analysis the purest fractions were collected and lyophilized. 

SULFONYL CHLORIDES . 

Aiylsulfonyl chlorides (for EXAMPLE 40, 77M-77Q, 154A-158A) that were not - 
10 commercially available were prepared from the aniline derivatives according to 
literature procedures (see for instance: Hofiman, R. V. (1981) Org. Synth. 60: 121). 

INTERMEDIATES 
INTERMEDIATE 1 
15 Ethyl {2-[(tert-butoxycarbonyl)amino]-l 5 3-thiazbI-4-yl}acetate 

Ethyl 2-amino-4-thiazolylacetate (25.0 g, 134 mmol) was suspended in 75 g of tert- 
butanol. DMAP (1.6 g, 10 mol %) was added at 40°C. Boc-anhydride (32.0 g, 147 
mmol) was added during 30 min. The suspension was stirred for 2.5 h (after 2 h gas 
evolution ceased), the mixture was diluted with a large amount of water and extracted 

20 with a toluene-heptane (30/60) mixture. The organic phase was washed with a sodium 
hydrogensulfate solution, dried with magnesium sulfate and the solvent was 
evaporated. The residue was crystallised from methanol (50 mL) and of water (15 
mL), cooled to 0°C and filtered off giving 23.4 g of a white ciystals. A second crop of 
3.6 g was obtained from the mother liquor (27.0 g, 71 %): MS-Ef m/z 286; Anal. 

25 . Calcd. (found) for Ci 2 H 18 N 2 0 4 S: C 50.3 (50.5) %H 6.3 (6.2) %N 9.8 (9.7) % S 11.2 
(11.2).. 

INTERMEDIATE 2 

tert-Butyl 4-(2-hydroxyethyl)-l,3-thiazoI-2-yIcarbamate 

30 INTERMEDIATE 1 (28.6 g, 100 mmol) was dissolved in dry DME (200 mL) and 
heated to 50°C. Lithium borohydride (1.76 g, 81 mmol) was added cautiously and the 
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solution was heated to 80°C (reflux). After 2 h, the solution was cooled and acetic acid 
(15 mL) was added cautiously followed by a sodium chloride solution. The organic 
phase was separated and the water solution is extracted three times with ethyl acetate. 
The organic phases are combined and the solvent is evaporated. To destroy the formed 

5 boron complex of the product alcohol, the residue is dissolved in ethanol (100 mL) and 
ethanolamine (6. 1 g) and refluxed for 30 min. The solvent is evaporated and the 
residue is re-dissolved in toluene and washed with sodium hydrogensulfate solution, 
with sodium chloride solution, with sodium bicarbonate solution, with brine and 
finally dried with magnesium sulfate. Filtration and removal of the solvent gives a 

10 colorless oil in a nearly quantitative yield: MS-EI* mlz 244. 

INTERMEDIATE 3 

tert-Butyl 4-{2-[(2-hydroxyethyI)aminolethyl}-l,3-thiazoI-2-yIcarbamate oxalate 
INTERMEDIATE 2 (27.5 g, 98 mmol) was dissolved in toluene (150 mL) and cooled 

15 below 5 °C . TEA (15.0. g, 147 mmol) and mesyl chloride (12.4 g, 125 mmol) were 
added dropvise at < 5°C . After 30 min, ice-water was added and the organic phase 
was washed with sodium hydrogen sulfate solution, water and sodium hydrogen 
carbonate solution, after which it was dried with magnesium sulfate and the solvent 
evaporated ['H NMR (CDC1 3 ) 5 1.50 (s, 9H), 2.87 (s, 3H), 3. 13 (t, 2H), 4.43 (t, 2H), 

20 5.26 (s, 1H), 6.62 (s, 1H)]. The residue was dissolved in ethanolamine (60.4 g, 98 
mmol) and kept at 60°C for 2 h. The ethanolamine was distilled off at 60°C and 0.5 
torr. Water was added to the residue which was extracted with ethyl acetate. The 
organic phase was washed with water, dried with sodium sulfate and concentrated to 
dryness. The residual oil was dissolved in ethanol (100 mL), heated to 50°C, and 

25 treated with oxalic acid (9.0 g) in warm ethanol. After cooling the product crystallised 
from solution. Ethyl acetate (50 mL) was added and the product was collected on a 
filter and washed with ethyl acetate. This procedure gave 27.8 g (74 %) of white 
crystals. Anal. Calcd. (found) for Ci 2 H 21 N30 3 S: C 44.6 (44. 1) % H 6. 1 (5.8) % N 1 1. 1 
(11.1) %S 8.5 (8.4). 



30 



INTERMEDIATE 4 
tert-Butyl 4-{2-[(chloroace^ 
ylcarbamate 

INTERMEDIATE 3 (37.7 g, 100 mmol) was dissolved in THF (50 mL) and water 
5 (100 mL). To that, a solution of calcium chloride dihydrate (16.7 g, 1 10 mmol) in . 
water (15 mL) was added while the pH was kept near neutral with addition of a 
sodium hydroxide solution. The solution was cooled below 10 °C and chloroacetyl 
chloride was added while the pH was kept at 7-9 with addition of a sodium hydroxide 
solution. The reaction was finished (TLC) when less then 2 equivalents of chloroacetyl 
10 chloride had been added. Water and sodium hydrogen sulfate were added and the 
crude product was extracted with ethyl acetate. The organic phase was washed with 
water and the solvent evaporated. The residue was dissolved in toluene and the 
solution was washed with sodium hydrogen carbonate solution, with brine, treated 
with activated carbon and dried with magnesium sulfate. After evaporation of die 
15 solvent 38.5 g (96 %) of an oil remained: ! H NMR (CDC1 3 ) 5 1.50 (s, 9H), 2.84 (t, 
2H), 3.36 (t, 2H), 3.56 (t, 2H), 3.61 (t, 2H), 4.28 (br s, 2H), 6.73 (s, 1H). 

INTERMEDIATE 5 

tert-Butyl 4-[2-(3-oxo-4-mon>ho^ 

20 A solution of INTERMEDIATE 4 (8.2 g, 22.5 mmol) in THF (30 mL) was added to 
aqueous potassium hydroxide (3.6 g, 0.6 mol in 3.6 mL water) while keeping the 
temperature at 20-25 °C with an ice bath. After 20 min, acetic acid was added and the 
THF was evaporated, the residue was extracted with toluene and washed with sodium 
hydrogen sulfate and sodium hydrogen carbonate solution. The organic phase was 

25 dried with magnesium sulfate and the solvent evaporated. The product which 

crystallised in the flask was recrystallised from MTBE yielding 4.2 g (57 %) of a white 
solid: *H NMR (CDC1 3 ) 8 1.52 (s, 9H), 2.96 (t, 2H), 3.18 (t, 2H), 3.66 (t, 2H), 3.75 (t, 
2H),4.12(s,2H),6.57(s, 1H). 

30 INTERMEDIATE 6 

4-l2-(2-Amino-l^-thiazol-4-yl)ethyI]-3-morpholinone 



62- - 



The title compound was prepared by stirring INTERMEDIATE 5 (145 mg, 0.44 
mmol) in DCM and trifluorbacetic acid (1: 1; 5 mL) for 40 min. After removal of the 
solvent and drying in vacuum at 50 °C for 18 h, 105 mg of material was isolated Part 
of this material (55 mg) was dissolved in DCM (7 mL) and washed with aqueous 
5 sodium hydroxide (2 M 1.5 mL), dried over magnesium sulfate and the solvent was 
removed. A white solid was isolated (27 mg, 95% pure by HPLC): 'H NMR (CDC1 3 ) 6 
8.70 (s, 1 H), 6.27 (s, 1 H), 3.95 (s, 2 H), 3.90 (t, 2 H), 3.75 (t, 2 H), 3.43 (t, 2 H), 2.9 
(t, 2 H); LCMS (pps) m/z 228.2. 

10 INTERMEDIATE 7 . 

tert-Butyl (3R)-3-methyl-l-piperazinecarboxylate 

Rn(-)-2-Memylpiperazine (1.00 g, 10 mmol) was dissolved in 50% aqueous methanol 
(5 mL). Acetic acid (0.57 mL; 10 mmol) was added and the solution was cooled in ice. 
IM-tert-butyldicarbonate (2. 18 g, 10 mmol) dissolved in methanol (5 mL) was added 

15 slowly. The mixture was allowed to reach room temperature and left for 0.5 h after the 
gas evolution had ceased. The mixture was concentrated in vacuum and a small 
amount (0. 1 g) of precipitate was filtered off. Aqueous potassium carbonate (10 mL, 1 
M) was added to the filtrate and the solution was extracted with ethyl acetate (2 x 20 
mL). The organic phase was washed with brine, dried (Magnesium sulfate), filtered 

20 and evaporated to give 1.68 g (84%) product as a white solid: *H NMR (CDC1 3 ) 8 3.88 
(bs, 2H), 2.89 (m, 1H), 2.4-2.8 (m, 3H), 2.3 (m, 1H), 1.62 (1H), 1.41 (s, 9H), i.O (d, 
3H). 

INTERMEDIATE 8 

25 2-(2-Amino-l^-thiazol-4-yi)-N-ethyl-N-methylacetamide 

This compound was prepared from 2-amino-4-thiazoleacetic acid (3 .48 g, 22 mmol), . 
EDCI (4.37 g, 22.8 mmol), DMAP (270 mg, 2.2 mmol) andN-emylmethylamine (1.99 
mL, 23.2 mmol) in DMF (30 mL). The resulting solution was left overnight at room 
temperature. DMF was removed m vacuo and the residue purified by flash 

30 chromatrography on silica gel using 2% and 5% methanol/ethyl acetate as eluent This 
procedure yielded 2.09 g (40%) of the tide compound: 'H NMR (CDC1 3 ) 5 6.28, 6.30 



(1H), 5.06 (bs, 1H), 3.60, 3.61 (2H), 3.41 (m, 2H), 3.0, 2.92 (s, 3H), 1.11 (q, 3H). MS 
EI m/z 200.2. 



INTERMEDIATE 9 
5 2-(2-Amino-l^-thiazol-4-yl)-N-isopropyI-N-methyIacetamide 

This compound was prepared as described for INTERMEDIATE 8, using N-methyl- 
N-isopropylamine. Yield 0.87 g, 19%: ! H NMR (CDCl 3 ) 5 6.24 (s, 1H), 4.88, 4.20 (m, 
1H), 3.64, 3.58 (s, 2H), 2.82, 2.77 (s, 3H), 1.08 (t, 6H). MS-ES (pos) m/z 214.2. 

10 INTERMEDIATE 10 

4-[2-(4-MorphoIinyl)-2-oxoethyIl-M-thiazol-2-amine 

This compound was prepared as described for INTERMEDIATE 8, using morpholine. 
DMF was distilled off in vacuum and methanol (10 mL) was added to the residue. The 
mixture was centrifugated and the supernatant separated. The solid was stirred with 
15 methanol (20 mL) and diethyl ether (20 mL). The mixture was centrifugated and the 
solid dried in vacuum. Yield 3.19 g, 64%: 'HNMR (CDC1 3 ) 8 6.28 (s, 1H), 5.19 (bs, 
3H), 3.5-3.7 (m, 10H). MS-ES (pos) m/z 228.0. 

INTERMEDIATE 11 
20 2-(2-Amino-l,3-thiazol-4-yl)-N,N-diethylacetamide 

This compound was prepared as described for INTERMEDIATE 8, using N,N- 
diemylamine. DMF was distilled off and the residue was recrystallized from methanol. 
Yield 1.87 g, 40 %: l H NMR (DMSO) 8 6.85 (bs, 2H), 6.17 (s, 1H), 3.41 (s, 2H), 3.34 
(q, 2H), 3.23 (q, 2H), 1.04 (t, 3H), 0.92 (t, 3H). MS-ES (pos) m/z 214.2. 

25 

INTERMEDIATE' 12 
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4-[2-Oxo-2-(4-thiomorpholinyl)ethyl]-l,3-thiazol-2-amine 
This compound was prepared as described for INTERMEDIATE 8, using 
thiomorpholine. Yield 2.57 g, 48%: l R NMR (CDC1 3 ) S 6.28 (s, 1H), 5.25 (bs), 3.7-3- 
95 (m, 4H), 2.4-2.65 (m, 4H). MS-ES (pos) m/z 244.2. 

5 

INTERMEDIATE 13 

4-i2-Oxo-2-(l-piperidinyl)ethyl]-l,3-thiazoI-2-amine 

This compound was prepared as described for INTERMEDIATE 8, using piperidine. 
Yield 3.47 g, 70%. *H NMR (CDC1 3 ) 8 6.26 (s, 1H), 5.25 (bs, 2H), 3.62 (s, 2H), 3.55 
10 (t, 2H), 3.42 (m, 2H), 1.4-1.66 (6H). MS-ES (pos) m/z 226.2. 

INTERMEDIATE 14 

2-(2-Amino-l,3-thiazol-4-yI)-N > N-dusopropyIacetamide 
This compound was prepared as described for INTERMEDIATE 8, using N,N- 
15 (hlsopropylamine. Yield 1.40 g , 26 %: l H NMR (CDC1 3 ) 8 6.25 (s, 1H), 5.20 (bs, 2H), 
4.01 (m, 1H), 3.58 (s, 2H), 3.39 (m, 1H), 1.39 (d, 6H), 1.11 (d, 6H). MS-Ef m/z 241. 

INTERMEDIATE 15 

2-(2-Amino-l,3-thiazoI-4-yI)-N^-dipropylacetamide 
20 This compound was prepared as described for INTERMEDIATE 8, using N,N- 

mpropylamine. Yield 346 mg, 65%: ! HNMR (CDC1 3 ) 8 6.29 (s, 1H), 5.16 (bs, 2H), 
3.61 (s, 2H), 3.25 (m, 4H), 1.56 (m, 4H), 0.88 (m, 6H). MS-ES (pos) m/z 242.0. 

INTERMEDIATE 16 - 
25 5-methyl-4-[2-(4-morpholinyI>2-oxoethyI]-l,3-thiazol-2-ylamine 

A suspension of alumiumchloride (0.86 g, 6.44 mmol) in DCM (50 mL) was treated 
dropwise with morpholine (4.7 mL, 53.7 mmol) giving a colorless solution. Methyl (2- 
amm(>-5-memyl-l,3-1iuazol-4-yl)acetate (1.0 g, 5.37 mmol) was added (orange 
solution) and after 1 h, the reaction mixture was quenched with aqueous citric acid 
30 (3%, 10 mL) and basified with saturated aqueous sodium bicarbonate. Extraction with 
DCM (3 x 50 mL), drying (sodium sulfate) of the combined organic layers and 
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evaporation of the volatiles gave 0.70 g of a yellow foam. Purification of the solid by 
flash column chromatography on silicagel eluting with DCM/methanol (10/1 v/v) gave 
545 mg (42%) of an ivory solid: Anal. Calcd. (found) for CioH 15 N 3 0 2 S: C 49.7 (49.5) 
%H 6.3 (6.3) %N 17.4 (17.3) % S 13.3 (13.3). 

5 ■ 

INTERMEDIATE 17 

4-[2-(4-morphoIinyI)ethyI]-l,3-thiazoI-2-amine 

To INTERMEDIATE 2 (2. 12 g, 8.68 mmol) dissolved in pyridine (20 mL) was added 
methane sulfonyl chloride (1.49 g, 13.02 mmol) at 0 °C. The mixture was stirred at 0 

10 °C for 4 h and was then poured into a mixture of ice (37 g) and cone. HC1 (29 mL). 
Extraction with ethyl acetate followed by evaporation of the solvent gave 2.83 g crude 
mesylate. The crude product was dissolved in ethanol (15 mL) and morpholine (3.02 g, 
34.7 1 mmol) was added. After 3 h at reflux, all mesylate was converted to amine and 
the Boc-group was removed by adding cone. HC1 (10 mL).The deprotection was 

15 going on for 6 h at 50 °C and the solvent was evaporated. The crude material was 
purified by reversed phase flash chromatography on LiChroprep RP-18. The product 
was gradient eluted wito (acetonitrile in H 2 0 / 0.4 % cone. HC1). Pure fractions were 
pooled and toe solvent volume was reduced by evaporation to approximately 50 %. 1 1 
M NaOH was added until toe product solidified. The solid was filtered off and washed 

20 by water giving (1.04 g, 4.89 mmol, 56 %): 'H NMR (CD 3 OD) 5 2.50 (m, 4H), 2.53 
(m, 4H), 3.54 (t, 4H), 6. 19 (s, 1H); MS (Ionspray, [M+H]*) m/z 213. Anal. Calcd. 
(found) for C9H 15 N 3 OS: C 50.7 (50.5) % H 7. 1 (7.3) % N 19.7 (19.8) %. 

INTERMEDIATE 18 

25 4-Iodo-N-{4-[2-(4-morphoUnyI)-2-oxoethyl]-l^-thiazol-2-yl}benzenesuIfonamide, 
The title compound was prepared essentially according to METHOD B from 
INTERMEDIATE 10 and pipsyl chloride. The product was purified by dissolving toe 
impurities in hot etoanol. Yield 6.39 g, 59 %: l H NMR (DMSO) 6 7.91 (d, 2H), 7.55 
(d, 2H), 6.52 (s, 1H), 3.64 (s, 2H), 3.4-3.6 (m). MS-ES (neg) m/z 492.3. 

30 

INTERMEDIATE 19 
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i 
t 

4«(Chloroiiiethyl)-l^-thiazol-2-ylamine hydrochloride 

A solution of 1,3-dichloroacetone (25.4 g, 200 mmol) in acetone (100 mL) was stirred ! 
while a solution of thiourea (15.2 g, 200 mmol) in acetone (500 mL) was dropped in at 
a fairly rapid rate. A clear oil began to separate when the addition was about one j 
5 quarter complete. The mixture stood over night during which time the oil solidified to | 
a mass of white crystals. After decantation of the acetone, the solid was stirred with j 
EtOH (200 mL). Insoluble material was filtered off and to the solution was ; 
petroleumether added. The product separated as an oil which solidified (18 g, 49 %): 
MS (Ionspray, [M+Hft m/z 148. Anal. Calcd (found) for C4H 5 CIN 2 S • 1 HC1: C 26.0 
10 (26.0) % H 3.3 (3.2) %N 15. 1(15.1)%. j 

! 
; 
\ 

INTERMEDIATE 20 

2-{[(2-Amino-l,3-thiazol-4-yl)methyl]amino}ethanoI dihydrochloride 

INTERMEDIATE 19 (1.00 g, 5.40 mmol) was added to 2-ethanolamine (8.28 g, 135 
15 mmol) in portions and the mixture was stirred at room temperature over night Most of 
the ethanolamine was evaporated on rotavapor at 100 °C and the residue was flash . 
chromatographed on RP silica gel eluting with 5 % acetonitrile in H 2 0 / 1 % cone. HC1 
giving 790 mg (59 %) of an oil. ! H NMR (DMSO) 8 2.62 (t, 2H), 3.46 (t, 2H), 6.28 (s, 
1H), 6.81 (br s, 1H); MS (Ionspray, [M+H]*) m/z 174. 

20 

INTERMEDIATE 21 

4-[(2-Amino-l,3-thiazoI-4-yI)methyI]-3-morpholinone j 
To a solution of INTERMEDIATE 20 (350 mg, 1.42 mmol) in H 2 0 (3 mL) / THF (1.5 , 
mL) was chloroacetyl chloride (400 mg, 3.55 mmol) in THF (3 mL) dropwise added 

25 under a period of 20 min. The temperature was kept at 8 °C and aqueous KOH (2 M ) 
was added continuously to adjust the pH to around 6-8. Aqueous KOH (6 M, 1.2 mL, 
7.2 mmol) was added and the mixture was stirred at room temperature for 20 min. The ! 
pH was adjusted to 8 and the mixture was extracted with ethyl acetate. The organic 
phase was separated and the solvent was evaporated giving a solid. The solid was f 

30 boiled in ethyl acetate and was then filtered off (160 mg, 53 %): 'H NMR (DMSO) 5 
3.32 (t, 2H), 3.81 (t, 2H), 4.03 (s, 2H), 4.32 (s, 2H), 6.31 (s, 1H), 6.81 (br s, 1H); MS 



I 
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(Ionspray, [M+H] 4 ) m/z 213. Anal. Calcd. (found) for CgHuNaCbS: C 45. 1 (44.9) % H 
5.2 (5.4) %N 19.7(19.1)%. 

INTERMEDIATE 22 

5 Tert-butyl4-[2-(3-oxo-l,4-oxazepan^ 

The title compound was essentially prepared according to the synthetic route outlined 
for INTERMEDIATE 5, starting from INTERMEDIATE 2 and using 3-amino-l- 
propanol instead of 2-aminoethanol. The product was obtained as an oil (0.133 g, 86 
%) after the last step: *H NMR (DMSO-d*) 8 1 1.37 (s, 1 H), 6.78 (s, 1 H), 4.08 (s, 2 

10 H), 3.72 (t, 2 H), 3.55 (t, 2 H), 3.42 (m, 2 H), 2.72 (t, 2 H), 1.72 (m, 2 H), 1.47 (s, 9 
H); HRMS calcd (found) for C15H23N3O4S m/z 341, 1409 (341. 1399). 

INTERMEDIATE 23 

Methyl 2-[2-(2-amino-l^-thiazoI-4-yI)ethoxy]benzoate 

15 Ethyl 2-aminothiazole-4-acetate (93 1 mg, 5.0 mmol) was dissolved in DCM (10 mL) 
and TEA (0.765 mL, 5.5 mmol). Trityl chloride (1.53 g, 5.5 mmol) was added in 
portions. The mixture was left overnight at room temp, and filtered. The filtrate was 
evaporated and the product purified by flash-chromatography on silica gel using 20% 
ethyl acetate / toluene as eluent l H NMR (CDC1 3 ) S 7.2-7.4 (m), 6.6 (s, 1H), 6. 15 (s, 

20 1H), 4.2 (q, 2H), 3.5 (s, 2H), 1.3 (t, 3H). A solution of the tritylated ethylester (5 
mmol) in THF (18 mL) was added to lithium aluminiumborohydride (1.00 g, 26 
mmol) in THF (100 mL) under cooling in ice. The mixture was stirred overnight at 
room temperature and then cooled in ice. Aqueous sodium hydroxide (10%, 15 mL) 
was added carefully. The solution was separated from the precipitate. The precipitate 

25 was washed with THF and ethyl acetate. The combined solutions were evaporated and 
the residue dissolved in ethyl acetate (80 mL) and washed with brine. Evaporation and 
chromatography on silica gel with 20% and 50% ethyl acetate in toluene gave 1.22 g 
product, 63% yield: l H NMR (CDC1 3 ) 8 7.2-7.4 (m), 6.4 (s, 1H), 6.0 (s, 1H), 3.75 (t, 
2H), 2.7 (t, 2H). This material (386 mg, 1.0 mmol), methyl salicylate (183 mg, 1.2 

30 mmol) and triphenylphosphine (3 14 mg, 1 .2 mmol) were dissolved in THF (5 mL). 
W;/\/;iV f ,Ar-tetrame%lazo-dicaAoxamide (206 mg, 1.2 mmol) was added and the 
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solution was left overnight The mixture was filtered and the filtrate was purified by 
flash-chromatography on silica gel using toluene and ethyl acetate / toluene as eluent 
Yield 4 18 mg, 80 %: *H NMR (CDC1 3 ) 8 7.74 (d, 1H), 7.4 (m, 1H), 7. 18-7.38 (m), 
6.95 (m, 2H), 6.5 (s, 1H), 6.15 (s, 1H), 4.2 (q, 2H), 3.8 (s, 3H), 3.0 (t, 2H). MS-ES 
5 (pos) m/z 521.2. Methyl 2-{2-[2-(trilylaniino>l,3-thiazol-4-yl]emoxy}benzoate (343 
mg, 0.656 mmol) was mixed with methanol: cone. HC1 9: 1 (50 mL) and heated to 60 
°C for 24 h. The mixture was concentrated to 10 mL, filtered and the filtrate was made 
alkaline with aqueous sodium carbonate (1 M). The solution Was extracted with 
chloroform. Evaporation gave a product that was purified by flash-chromatography on 
10 silica gel using 0-2% methanol / DCM as eluent Yield 128 mg, 70 % (partially 

crystalline): *H NMR (CDC1 3 ) 6 7.75 (d, 1H), 7.42 (% 1H), 6.96 (m, 2H), 6.35 (s, 1H), 
4.29 (t, 2H), 3.85 (s, 3H), 3.05 (t 2H). MS-ES (pos) m/z 279.3. 

KNOWN EXAMPLES 

15 

The compounds of these Examples are all commercially available and could e g be 
purchased from Kalamazoo. 

1A Ethyl (2-{[(2,4-mcMoro-5-me%lphenyl)sulfonyl]ammo}-l,3-thiaz 
20 2A Ethyl (2-{[(4-cMorophenyl)sulfcmyl]anim^ 
3A Ethyl (2-{[(4-cMoro-2,5-dmemylphenyl)su^ 
4A Ethyl (2-{[(2,4-difluorophenyl)sutfonyl]tt 
15A Ethyl (2-{[(3-nitrophenyl)sulfonyl]anmio}-l,3-thiazol-4-yl)acetate 
20A Ethyl {2-[^henylsulfonyl)ammo]-l,3-thiazol-4-yl}acetate 

25 

NOVEL EXAMPLES 

The following specific compounds were synthesized. The commercially available 
compounds thus only form embodiments, as indicated earlier in the description, as 
30 pharmaceutical preparations and use of said compounds as set out in the appended set 
of claims. 
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EXAMPLE 5A 

Ethyl 2-(2-(((4-methylphenyl)sulfonyl)amino)-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
5 methylbenzenesnlfonyl chloride according to METHOD A, giving 0.36 g (66%) of a 
pink solid; mp 173 °C; MS (Ionspray, [M+Hf) m/z 341. 

EXAMPLE 6A 

Ethyl 2-(2-{[(2,5-dichloro-3-thienyl)sulfonyI]araino}-l,3-thiazol-4-yl)acetate 
10 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,5- 

dichloro-3-mienyl)sulfonyl chloride according to METHOD A, giving 0.44 g (70%) of 
a red solid: MS (Ionspray, [M+H]*) m/z 400; Anal. Calcd (found) for 
C11H10CI2N2O4S3 • 0.7 HC1: C 3 1.0 (31.0)% H 2.2 (2.2)%, N 6.6 (6.8)%. 

15 EXAMPLE 7A 

Ethyl (2-{[(2-chIorophenyl)sulfonyl]amino}-M-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
chlorobenzenesiilfonyl chloride according to METHOD A, giving 0.65 g (22%) of a 
pink solid after reciystallization from methanol: MS (Ionspray, [M+H]*) m/z 361; 
20 Anal. Calcd (found) for C13HHCIN2O4S2: C 43.3 (43.2)% H 3.6 (3.5)% N 7.8 (7.6)%. 

EXAMPLE 8A 

Ethyl 2-(2-{[(3-chIoro-2-methylphenyl)sulfonyl]amino}-l^-thiazol-4-yI)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3-chloro- 
25 2-methylbenzenesulfonyl chloride according to METHOD A at 30°C, using a Quest 
210 apparatus. This procedure gave 2.05 g (34%) of an off-white solid: mp 154 °C; 
MS (Ionspray, [M+H]*) m/z 375; Anal. Calcd (found) for C14H13CIN2O4S2: C 44.9 
(45.0)% H 4.0 (3.7)% N 7.5 (7. 1)%. 

30 EXAMPLE 10A 

Ethyl 2-{2-K[l,l , -biphenylJ-4-yIsuIfonyl)aminol-l^-thiazoI-4-yl}acetate 
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The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 1,1'- 
biphenylsulfonyl chloride accordingto METHOD A, using a Quest 210 apparatus and 
at 30 °C, giving 0.99 g (23%) of an off-white solid: mp 182 °C; MS (Ionspray, . 
[M+H]*) m/z 403; Anal. Calcd (found) for C,9H 18 N20 4 S2 ■ 0. 1 H 2 0: C 56.4 (56.6)%, H 
5 4.5 (4.3)%, N 6.9 (6.3)%. 

EXAMPLE 12A 

Ethyl 2-(2-{[(3-bromophenyI)sulfonyllamino}-l,3-thiazol-4-yI)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
10 bromobenzenesulfonyl chloride according to METHOD A using a Quest 210 
apparatus and at 30°C, giving 1.16 g (27%) of an off-white solid: mp 155 °C; MS 
(Ionspray, [M+ITf) m/z 405; Anal. Calcd (found) for CuHjaBr^O^: C 38.5 
(38.4)%, H 3.2 (3.0)%, N 6.9 (6.6)%. 

15 EXAMPLE 13A 

Ethyl (2-{[(4-nitrophenyl)sulfonylIamino}-l,3-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
nitrobenzenesulfonyl chloride according to METHOD A, giving 8.66 g (46%) of 
product: MS (Ionspray, [M+H] 4 ) m/z 372; Anal. Calcd. (found) for CuHuNaOiS* C 
20 42.0 (42.5) % H 3.5 (3.3) %N 11.3 (11.4)% 

EXAMPLE 14A 

Ethyl (2-{[(4-methoxyphenyl)suIfonyllamino}-M-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
25 melhoxybenzenesulfonyl chloride according to METHOD A, giving 9.83 g (55%) of 
pure material: MS (Ionspray, [M+H]*) m/z 356; Anal. Calcd. (found) for 
C 14 H 16 N20jS 2 : C 47.2 (47. 1) % H 4.5 (4.5) % N 7.9 (7.8) %. 

EXAMPLE 16A 

30 Ethyl (2-{[(3-methylphenyI)sulfonyI]amino}-l,3-thiazol-4-yI)acetate 
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The title compound was prepared from ethyl 2-amiho-4-thiazolylacetate and 3- 
methylhenzenesulfonyl chloride according to METHOD A, giving 0.51 g (75%) of a 
pink powder: MS (electrospray, [M-H]*) m/z 339.2. 

5 EXAMPLE 17A 

Ethyl (l-fKS-chlorophenyOsulfonyllaminoJ-lrJ-thiazoM-yOacetate 
The title compound was prepared from ethyl 2-amino-4-lhiazolylacetate and 3- 
chlorobenzenesulfonyl chloride according to METHOD A, giving 0.47 g (65%) of a 
pink powder MS (electrospray, [M-H]") m/z 359. 1 . 

10 

EXAMPLE 18A 

Ethyl (2-{[(4-fluorophenyI)suIfonyl]amino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
fluorobenzenesulfonyl chloride according to METHOD A, giving 0.29 g (42%) of a 
15 pink powder: MS (electrospray, [M-H]") m/z 343 . 1 

EXAMPLE 19A 

Ethyl (2-{[(3-fluorophenyl)sulfonyl]amino}-l^-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
20 fluorobenzenesulfonyl chloride according to METHOD A, giving 0.55 g (80%) of a 
pink powder: MS (electrospray, [M-H]") m/z 343 . 1 

EXAMPLE 21A 

Ethyl (2-{[(4-isopropylpheny0sulfonyl]a'mino}-l^-thiazol-4-yI)acetate 
25 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 

isopropylbenzenesulfonyl chloride according to METHOD A, giving 0.57 g (78%) of 
. a pink powder: MS (electrospray, [M-H]") m/z 367.2. 



EXAMPLE 22A 
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Ethyl [2-({[3-({l4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yI]amino}carbonyl)phenyIlsulfonyI}aniino)-l^-thiazol-4-yllacetate 
Synthetic METHOD A was undertaken using ethyl-2-amino-4-thiazoleacetate (0.37 g, 
2 mmol), 3-carboxylphenylsulphonyl chloride (0.49 g, 2.2 nunol), and pyridine (10 
5 mL). Purification gave the title compound as a cream powder (52 mg, 7%): MS 
(electrospray, [M-HT) m/z 537.2. 

EXAMPLE 23A 

Ethyl [2-({[4-({[4-(2-ethoxy-2-oxoethyl)-l^-thiazol-2- 
10 yllamino}carbonyl)phenyl]sulfonyI}amino>-l,3-thiazoI-4-yl]acetate 

Synthetic METHOD A was undertaken using emyl-2-amino-4-miazoleacetate (0.37 g, 
2 mmol), 4-carboxylphenylsulphonyl chloride (0.49 g, 2.2 mmol), and pyridine (10 
mL). Purification gave the title compound as a cream powder (44 mg, 6%): MS 
(electrospray, [M-HT) m/z 537.2. 

15 

EXAMPLE 24A 

Ethyl (2-{[(2-methyIphenyl)suIfonyl]amino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-ammo-4-thiazolylacetate and 2- 
methylbenzenesulfonyl chloride according to METHOD A giving 0.22 g (32%) of a 
20 pink powder *H NMR (CDC1 3 ) 8: 1.3 (3H, t), 2.5 (3H, s), 3.9 (2H, s), 4.2 (2H, q), 6.4 
(1H.S), 7.8-7.2 (3H,m), 8.1 (Hit). 

EXAMPLE 25 A 

Ethyl ^{^trifluoromethy^phfenyllsulfonyllaminoHyJ-thiazol-^yllacetate 
25 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
trifluorometiiylbenzenesulfonyl.chloride according to METHOD A giving 0.13 g 
(3 1%) of a red solid after reciystallization from acetone / ether / petroleum ether: mp 
171 °C; MS (Ionspray, [M+H] 4 ) m/z 395; AnaL Calcd (found) for C14H13F3N2O4S2: C 
42.6 (43.0)%, H 3.3 (2.9)% N 7.1 (6.9)%. 

30 

EXAMPLE 26A 
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Ethyl [2-({(3-(trifluoromethyI)phenyl]suIfonyI}amino)-l,3-thiazol-4-yIlacetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
trifluoromethylbenzenesulfonyl chloride according to METHOD A, giving 0.26 g 
(62%) of an orange solid after recrystallization from acetone / ether / petroleum ether: 
5 mp 145 °C; MS (Ionspray, [M+HJ*) m/z 395; Anal. Galcd (found) for 
C 1 4H 1 3F3N 2 0 4 S 2 : C 42.6 (42.8)%, H 3.3 (2.9)% N 7.1 (6.9)% 

EXAMPLE 27A 

Ethyl [2-({[4-(trifluoromethyl)phenyllsulfonyl}amino)-l,3-thiazol-4-yI]acetate 
10 The title compound was prepared from ethyl 2-ammo-4-thiazolylacetate and 4- 
trifluoromethylbenzenesulfonyl chloride according to METHOD A, giving 0. 14 g 
(33%) of an oft-white solid after recrystallization from acetone / ether / petroleum 
ether: mp 174 °C; MS (Ionspray, [M+H]*) m/z 395; AnaL Calcd (found) for 
C14H13F3N2O4S2: C 42.6 (42.4)% H 3.3 (2.8)% N 7.1 (6.8)% 

15 

EXAMPLE 28A 

Ethyl 2-(2-{[(4-bromophenyl)sulfonyI]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
bromobenzenesuftcmyl chloride according to METHOD A giving 0.14 g (31%) of a 
20 pink solid after recrystallization from acetone / ether / petroleum ether: mp 183 °C; 
MS (Ionspray, [M+H] 4 ) m/z 405; Anal. Calcd (found) for Ci 3 Hi3BrN20 4 S 2 : C 38.5 
(38.5)% H 3.2 (3.0)% N 6.9 (6.6)% 

EXAMPLE 29A 

25 Ethyl (2-{[(2-nitrophenyI)sulfonyl]amino}-l,3-thiazoM-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
nitrobenzenesulfonyl chloride as described in the synthetic METHOD B. The reaction 
mixture was applied on a Hydromatrix column pre-treated With aqueous HC1 (0.5 mL, 
2 M) and the eluted with DCM. After concentration the material was purified by 

30 preparative LCMS and lyophilized to give a white solid (26.6 mg) with purity >90%: 
'H-NMR (DMSO-ds) 5 1 1 .40 (s, NH), 8.24 (m, 1H), 7.65 (m, 3H), 6.39 (s, 1H), 4.21 
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(dd, J=7.2 Hz, J=14.4 Hz, 2H), 3.73 (s, 2H), 1.28 (t, J=7.2 Hz, 3H); HRMS Calcd 
(found) for C,3Hi3N 3 06S2 m/z 371.0246 (371.0248). 

EXAMPLE 30A 

5 Ethyl (2-{[(2,4-dichloro-6-methylphenyI)suIfonyllamino}-l,3-thiazoI-4-yl)acetate 
The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,4- 
dichloro-6-memylbenzenesulfonyl chloride as described in the synthetic METHOD B 
to give a white solid (34.6 mg) with purity >90%: LCMS (pos) m/z 409,0, 411.0; 
HRMS m/z 407.9753 (calc. of monoisotopic mass for C^HMCyS^Sa gives 
10 407.9772). 

EXAMPLE 31A 

Ethyl (2-{[(2,4,6-trichlorophenyI)suifonyl]amino}-l,3-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,4,6- 
15 trichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (32.0 mg) with purity >90%: LCMS (pos) m/z 43 1.0; HRMS m/z 427.9238 
(calc. of monoisotopic mass for C13H11CI3N2O4S2 gives 427.9226).. 

EXAMPLE 32A 

20 Ethyl (2-{[(2,4-dichlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,4- 
dichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (45.8 mg) with purity >90%. MS (pos) m/z 395.2, 397.2. 

25 EXAMPLE 33A 

Ethyl (2-{[(5-fluoro-2-methylphenyI)sulfonyl]amino}-l r 3-thiazoI-4-yI)acetate 
The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5-fluoro- 
2-memylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (32.7 mg) with purity >90%. LCMS (pos) m/z 359.2. 

30 



EXAMPLE 34A 



Ethyl (2-{[(4-propylphenyl)sulfonyl]amino}-l,3-thiazoI-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-n- 
propylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (16.0 mg) with purity >90%. LCMS (pos) m/z 369.0. 

5 

EXAMPLE 35A 

Ethyl (2-{[(2-methoxy^methylphenyI)sulfonyI]amino}-l^-thiazoI-4-y0acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
methoxy-4-metibLylbenzenesulfonyl chloride as described in the synthetic METHOD B 
10 to give a white solid (2.3 mg) with purity >90%. LCMS (pos) m/z 371.2. 

EXAMPLE 36A 

Ethyl (2-{[(3,5-dichlorophenyI)sulfonyl]amino}-l,3-thiazol-4-yI)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3,5- 
15 dichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (42.2 mg) with purity >90%. LCMS (pos) m/z 395.0, 397.0. 

EXAMPLE 37A 

Ethyl [2-({[4-(3-chloro-2-cyanophenoxy)phenyllsulfonyl}amino)-l r 3-thiazol-4- 
20 yl]acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-(3- 
chloro-2rcyanophenoxy)benzenesulfonyl chloride as described in the synthetic 
METHOD B to give a white solid (41.4 mg) with purity >90%. LCMS (pos) m/z 
478.0. 

25 ' 
EXAMPLE 38A 

Ethyl (2-{[(3,4-dichlorophenyI)suIfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3,4- 
dichlorobenzenesulfonyl chloride as described in die synthetic METHOD B to give a 
30 white solid (50. 1 mg) with purity >90%. LCMS (pos) m/z 395.0, 397.0. 
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EXAMPLE 39A 

Ethyl (2-{[(4-butoxyphenyI)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-n- 
butoxybenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
5 white solid (1 1.8 mg) with purity >%%. LCMS (pos) m/z 399.2. 

EXAMPLE 40A 

Ethyl (2-{[(4-chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-chloro- 
10 2-memylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white-yellow solid (9.4 mg) with purity >90%. LCMS (pos) m/z 375.2. 

EXAMPLE 41 A 

Ethyl [2-({[4-(acetyIamino)phenyl]suIfonyl}amino)-l,3-thiazol-4-yl]acetate 
15 The tide compound was prepared from ethyl 2-amino -4-thiazolylacetate and 4- 

acetamidobenzenesulfonyl chloride as described in me synthetic METHOD B to give a - 
white sohd (5.6 mg) with purity >90%. LCMS (pos) m/z 3 84.2. 

EXAMPLE 42A 

20 Ethyl {2-[(8-quinolinylsulfonyl)amino]-l^-thiazol-4-yl}acetate 

The tide compound was prepared from ethyl 2-ammo-4-thiazolylacetate and 8- 
quinolinesulfonyl chloride as described in me synthetic METHOD B to give a white- 
yellow solid (9.2 mg) with purity >80%. LCMS (pos) m/z 378.2. 

25 EXAMPLE 43 A 

Ethyl (2-{[(3,4-dimethoxyphenyl)suIfonyl]amino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-ammo-4-thiazolylacetate and 3,4- 
(limethoxybenzenesulfonyl chloride as described in the synmetic METHOD B to give 
a white solid (19.3 mg) with purity >90%. LCMS (pos) m/z 387.2. 

30 

EXAMPLE 44 A 
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Ethyl (2-{[(4-iodophenyl)sulfonyl]amino}-l r J-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and pipsyl 
chloride as described in the synthetic METHOD B to give a white solid (47.0 mg) with 
purity >90%. LCMS (pos) m/z 453.0. 

5 

EXAMPLE 45 A 

Ethyl (2-{[(3-chloro-4-methylphenyl)sulfonyllamino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3-chloro- 
4-me%lbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
10 white solid (5 1.7 mg) with purity >90%. LCMS (pos) m/z 375.2. 

EXAMPLE 46A 

Ethyl [2-({[5-(dimethylamino)-l-naphthyl]sulfonyl}amino)-l,3-thiazol-4- 
yl]acetate 

1 5 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and dansyl 
chloride as described in the synthetic METHOD B to give a yellow solid (10.0 mg) 
with purity >90%. LCMS (pos) m/z 420.2. 

EXAMPLE 47 A 

20 Ethyl (2-{[(l-methyl-lH-imidazol-4-yl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 1- 
memylimidazole-4-sulfonyl chloride as described in the synthetic METHOD B to give 
a white solid (3.2 mg) with purity >90%. LCMS (pos) m/z 33 1.0. 

25 EXAMPLE 48A 

Ethyl (2-{((5-bromo-2-methoxyphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5-bromo- 
2-memotybenzenesulfonyl chloride as described in the synthetic METHOD B to give 
a white solid (14.4 mg) with purity >90%. LCMS (pos) m/z 437.0. 

30 

EXAMPLE 49A 
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Ethyl (2-{[(2,5-dimethoxyphenyl)sulfonyl]amino}-l,3-thiazoI-4-yI)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,5- 
dimethoxybenzenesulfonyl chloride as described in the synthetic METHOD B to give 
a white solid (17.0 mg) with purity >80%. LCMS (pos) m/z 387.2; 

5 

EXAMPLE 50A 

Ethyl {2-[(2-naphthylsulfonyl)aminol-l^-thiazol-4-yl}acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
naphthalenesulfonyl chloride as described in the synthetic METHOD B to give a white 
10 solid (41.2 mg) with purity >90%. LCMS (pos) m/z 377.2. 

EXAMPLE 5 1A 

Ethyl {2-[(mesityIsulfonyl)amino]-l^-thiazol-4-yl}acetate 

The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
15 mesitylenesulfonyl chloride as described in the synthetic METHOD B to give a white- 
yellow solid (7.5 mg) with purity >90%. LCMS (pos) m/z 369.0. 

EXAMPLE 52A 

Ethyl (2-{[(3-bromo-5-chloro-2-thienyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

20 The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3-bromo- 
5-chl6rothiophene-2-sulfonyl chloride as described in the synthetic METHOD B to 
give a yellow solid (29.0 mg) with purity >90%. MS (pos) m/z 445.0, 447.0. 

EXAMPLE 53A 

25 Ethyl {2-[({5-[(benzoylamino)methyl]-2-thienyl}sulfonyl)amino]-l,3-thiazol-4- 
yljacetate 

The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5- 
[(benzoylammo)methyl]thiophene-2-sulfonyl chloride as described in the synthetic 
METHOD B to give a white solid (8.6 mg) with purity >70%. MS (pos) m/z 466.2. 

30 

EXAMPLE 54A 



Ethyl {2-[({5-ll-methyl-5-(trifluoromethy!)-lH-pyrazol-3-yl]-2- 
. thienyI}sulfonyI)amino]-l,3-thiazol-4-yI}acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2-[l- 
memyl-5-(trifluoromemyl)pyrazol-3-yl]-thiophene-5-sulfonyl chloride as described in 
5 the synthetic METHOD B giving a yellow solid with a purity of 93%. MS 
(electrospray, [M+Hf) m/z 481.0. 

EXAMPLE 55A 

Ethyl (2-{[(4-cyanophenyl)sulfonyl]amino}-l,3-thiazol-4ryl)acetate 
10 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
cyanobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (16.9 mg) with purity >90%. MS (pos) m/z 352.2. 

EXAMPLE 56A 

15 Ethyl {2-[({5-[2-(methylsutfanyI)-4-pyrimidinyl]-2-thienyI}sulfonyl)amino]-l^- 
thiazol-4-yl}acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5-[2- 
(memyltMo)pyrimidin-4-yl]miophene-2-sulfonyl chloride as described in the synthetic 
METHOD B to give a white solid (34.5 mg) with purity >90%. MS (pos) m/z 475.3. 

20 

EXAMPLE 57A 

Ethyl (2-{|(3-cyanopheny l)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
cyanobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
25 white solid (39.4 mg) with purity >90%. MS (pos) m/z 352.3. 

EXAMPLE 59A 

Ethyl (2-{[(2,4,5-trichlorophenyI)sulfony[]amino}-l r 3-thiazol-4-yI)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,4,5- 
30 trichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (5 1.0 mg) with purity >90%. MS (pos) m/z 429.0. 43 1.0. 
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EXAMPLE 60A 

Ethyl [2-({[(E)-2-phcnylethenyl]suIfonyl}amino)-l^-thiazol-4-yl]acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and beta- 
styrenesulfonyl chloride as described in the synthetic METHOD B to give a white 
solid (21.3 mg) with purity >90%. MS (pos) m/z 353. 1. 

EXAMPLE 6 1A 

Ethyl (2-{[(2^,4-trichlorophenyl)sulfonyllamino}-l,3-thiazol-4-yI)acetate 
The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,3,4- 
trichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid(51.9 mg) with purity >90%. MS (pos) m/z 429.0, 431.0, 433.0. 

EXAMPLE 63A 

Ethyl (2-{[(4-bromo-2,5-difluorophenyl)sulfonyI]amino}-l,3-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-bromo- 
2,5-difluorobenzenesuIfonyl chloride as described in me synthetic METHOD B to give 
a white solid (21.9 mg) with purity >90%. MS (pos) m/z 441.0, 443.0. 

EXAMPLE 64A 

Ethyl [2-({[4-(trifluoromethoxy)phenyIlsulfonyl}amino)-l,3-thiazoI-4-yI]acetate 
The title compound was prepared from ethyl 2-atnino-4-thiazolylacetate and 4- 
(trifluoromemoxy)benzenesulfonyl chloride as described in the synthetic METHOD B 
to give a white solid (29. 1 mg) with purity >90%. MS (pos) m/z 411.1. 

EXAMPLE 65 A 

Ethyl (2-{[(2,3-dichlorophenyl)sulfonyl]araino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,3- 
dicblorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (25.0 mg) with purity >90%. MS (pos) m/z 395. 1, 397. 1 . 
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EXAMPLE 66A 

Ethyl (2-{[(2-bromophenyl)suIfonyl]amino}-M-thiazo!-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
bromobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
5 white solid (41.9 mg) with purity >90%. MS (pos) m/z 405. 1, 407. 1 . 

EXAMPLE 67A 

Ethyl (2-{[(4,5-dichloro-2-thienyl)suIfonyl]am 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,3- 
10 dichlorothiophene-5-sulfonyl chloride as described in the synthetic METHOD B to 
give a white-yellow solid (36.9 mg) with purity >90%. MS (pos) m/z 401. 1,403.1. 

EXAMPLE 68 A 

Ethyl [2-({[4-(phenylsulfonyl)-2-thieny]]sulfonyl}amino)-l,3-thiazoI-4-yl]acetate 
15 The title compound was prepared from ethyl 2-aminb-4-thiazolylacetate and 4- 

benzenesulfonylfliiophene-2-sulfonyl chloride as described in the synthetic METHOD 
B to give a yellow solid (29.5 mg) with purity >90%. MS (pos) m/z 473. 1 . 

EXAMPLE 69A 
20 Ethyl [2-({[5-(phenyIsulfonyl)^ 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5- 
phenyithiophene-2,5-disulfonyl chloride as described in the synthetic METHOD B to 
give a yellow solid (18.5 mg) with purity >90%. MS (pos) m/z 473.1. 

25 EXAMPLE 70A 

Ethyl (2-{[(2,6-dichIorophenyl)sulfonyl]amino}-l^-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,6- 
dichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (32.5 mg) with purity >90%. MS (pos) m/z 395. 1, 397. 1. 

30 . 

EXAMPLE 71A 
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Ethyl (2-{[(2-cyanophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-miazolylacetate and 2- 
cyanobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (24.6 mg) with purity >90%. MS (pos) m/z 352.2.. 

5 

EXAMPLE 72A 

Ethyl [2-({[4-(acetylamino)-3-chlorophenyI]sulfonyl}amino)-l,3-thiazol-4- 
yljacetate 

The title compound was prepared from ethyl 2-amino-4-miazolylacetate and 4- 
10 acetamido-3-chlorobenzenesulfonyl chloride as described in the synthetic METHOD B 
to give a white solid (16.1 mg) with purity >90%. MS (pos) m/z 418.2, 420.2. 

EXAMPLE 73A 

Ethyl (2-{i(5-chloro-l,3-dimethyHH-pyrazol-4-yI)suIfonyllamino}-l^-thiazol-4- 
15 yl)acetate 

The tifle compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5-chloro- 
l,3-dimethylpyrazole-4-sulfonyl chloride as described in the synthetic METHOD B to 
give a white solid (14.8 mg) with purity >90%. MS (pos) m/z 397.2, 381.2. 

20 EXAMPLE 74A 

Ethyl (2-{[(3-methoxypheny!)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
methoxybenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (18.6 mg) with purity >90%. LCMS (pos) m/z 357.0. 

25 

EXAMPLE 75 A f 

Ethyl (2-{[(4-bromo-5-chloro-2-thienyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

The tide compound was prepared from ethyl 2-amino-4-tbiazolylacetate and 4-bromo- 
5-cMorothiophene-2-sulfonyl chloride as described in the synthetic METHOD B to 
30 give a white-yellow solid (40.9 itng) with purity >90%. MS (pos) m/z 445.0, 447.0. 
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EXAMPLE 76 A 

Ethyl 2-{2-[(l-naphthy|sulfonyl)amino]-l r 3-thiazoI-4-yl}acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 1- 
naphthylsulfonyl chloride according to METHOD A, giving a crude product that was 
5 purified by flash column chromatography on silica gel eluting with 2% methanol in 
DCM. This gave the pure title compound (3.93 g, 89%). MS (Ionspray, [M+H] + ) m/z 
376; Anal. Calcd. (found) for CnH 16 N 2 04S2: C 54.2 (54.02) % H 4.3 (3.9) % N 7.4 
(7.1)%. 

10 EXAMPLE 77A' 

Ethyl (2-{[(2,5-dichlorophenyI)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,5-di- 
benzenesulfonyl chloride according to METHOD A, giving 0.22 g (27%) of a pink 
solid after reciystallization from acetone / ether / petroleum ether: mp 171 °C; MS 

15 (Ionspray, [M+H]+) m/z 395; Anal. Calcd (found) for CuKnChW&x C 39.5 
(39.7)%, H 3.1 (2.9)%, N 7. 1 (6.8)%. 

EXAMPLE 77B 

Ethyl [2-({[4-(niethyIsulfonyI)phenyl]sulfonyl}amino)-l,3-thiazoI-4-yl]acetate 
20 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 

methylsulfonylbenzenesulfonyl chloride as described in synthetic METHOD B to give 
a white solid (20.9 mg) with purity >90%. MS (pos) m/z 405.3. 

EXAMPLE 77C 

25 Ethyl [2-({[2-(methylsulfonyI)phenyllsulfonyl}amino)-l,3-thiazoI-4-yl]acetate 
The title compound was prepared from ethyl 2-amino-4*-thiazolylacetate and 2- 
methylsulfonylbenzehesulfonyl chloride as described in the synthetic METHOD B to 
give a white solid (28.4 mg) with purity >90%. MS (pos) m/z 405.4. 

30 EXAMPLE 77D 

Ethyl (2-{[(4-bromo-2-fluorophenyl)sulfonyl]aminoH^thiazol^4-yl)acetate 
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The title compound was prepared from ethyl 2-amino-4~thiazolylacetate and 4-bromo- 
2-fluorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (15. 1 mg) with purity >90%, MS (pos) m/z 423.3, 425.3. 

5 EXAMPLE 77F 

Ethyl (2-{[(2,3,4-trifluorophenyl)sulfonyl]amino}-M-thiazoJ-4-yI)acetote 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,3,4- 
trifluorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
yellow solid (2.3 mg) with purity >90%. MS (pos) m/z 381.4. 

10 

EXAMPLE 77G 

Ethyl (2-{[(7-chloro-2,l,3-benzoxadiazol-4-yl)sulfonyl]amino}-l,3-thiazol-4- 
yQacetate 

The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-chloro- 
15 7<morosulfonyl-2,l,3-benzoxadiazole as described in the synthetic METHOD B to 
give a yellow solid (2.5 mg) with purity >90%. MS (pos) m/z 403.4. 

EXAMPLE 77H 

Ethyl (2-{[(2,4,6-trifluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

20 The tide compound was prepared from ethyl 2-amino-4-duazolylacetate and 2,4,6- 
trifluorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
yellow solid (1 .0 mg) with purity >90%. MS (pos) m/z 38 1.4. 

_ EXAMPLE 771 . 
25 2-Chloro-5-({[4-(2-ethoxy-2-oxoethyl>-l,3-thiazol-2-yl]amino}sulfonyl)-4- 
fluorobenzoic acid 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2-chloro- 
5-chlorosulfonyl-4-fluorobenzoic acid as described in the synthetic METHOD B to 
give a white.solid (26.5 mg) with purity >90%. MS (pos) m/z 421.4, 423.4. 

30 

EXAMPLE 77J 
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Ethyl (2-{[(5-chloro-2-thienyl)sulfonyllamino}-l^-thiazoI-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5- 
chlorothiophene-2-sulfonyl chloride as described in me synthetic METHOD B to give 
a white solid (24.3 mg) with purity >90%. MS (pos) m/z 367.1, 369.1. 

5 

EXAMPLE 77K 

Emyl(2-{[(2<hloro^fluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate " 
The tilie compound was prepared from ethyl 2-amino-4 : thiazolylacetate and 2-chloro- 
4-fluorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
10 white solid (13.9 mg) with purity >90%. MS (pos) m/z 379.2, 381.2. 

EXAMPLE 77L 

Emyl[2^{[5^3-isoxazolyI>-2-thieiiyl]sulfonyl}amino)-l>3-thiazol-4-yl]acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5- 
15 isoxazol-3-ylthiophene-2-sulfonyl chloride as described in the synthetic METHOD B 
to give ayellow solid (15.9 mg) with purity >90%. MS (pos) m/z 400.3. 

EXAMPLE 77M 

Ethyl (2-{[(4-bromo-2-methylphenyl)sulfonyl]amino}-l^-thiazol-4-yl)acetate 
20 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-bromo- 
2-methylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (48.2 mg) with purity >90%. MS (pos) m/z 419.2, 421.2. 

EXAMPLE 77N 

25 Ethyl (2-{[(4-phenoxyphenyl)sulfonyllamino}-l^-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and [(4- 
phenoxy)benzene]sulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (33.5 mg) with purity >90%. MS (pos) m/z 419.3. 

30 EXAMPLE 770 
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Ethyl (2-{[(4^hloro-2,6-dimethylphenyl)suIfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-tibiazolylacetate and 4-chloro- 
2,6-dhnemylbeiizenesulfbnyl chloride as described in the synthetic METHOD B to 
give a white solid (27.3 mg) with purity >90%. MS (pos) m/z 389.3, 391.3. 

5 

EXAMPLE 77P 

Ethyl [2-({[2-methyl-4-(trifluoromethoxy)phenyl]sulfonyl}amino)-l^-thia2ol-4- 
yl]acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2-methyl- 
10 4-trifluoromethoxybenzenesulfonyl chloride as described in the synthetic METHOD B 
to give a yellow solid (41.7 mg) with purity >90%. MS (pos) m/z 425.3. 

EXAMPLE 77Q 

Ethyl [2-({p,4-bis(trifluoromethyI)phenyl]suIfonyl}amido)-l^-thiazol-4- 
15 yljacetate 

The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,4- 
mtrifluorometbylbenzenesulfoiiyl chloride as described in the synthetic METHOD B 
to give a white solid (61.0 mg) with purity >90%. MS (pos) m/z 463.3. 

20 EXAMPLE 78A 

Ethyl 2-{2-[[(3-chloro-2-methylphenyl)sulfonyI](methyl)amino]-l^-thiazol-4- 

yljacetate 

Methyl iodide (0.57 g, 4.00 mmol) was added to a solution of EXAMPLE 8A (1.50 g, 
4.00 mmol) and N^myldiisopiopylamine (0.57g, 4.40 mmol) in DMF (10 mL). The 
25 mixture was stirred at room temperature over night The solvent was evaporated and 
the residue was purified by flash column chromatography on silica gel eluting with 
DCM. The product was crystallised with DCM / petroleum ether giving 0. 1 1 g (7 %) 
' of a white solid: MS (Ionspray, [M+Hj*) m/z 3 88; Anal. Calcd. (found) for 
dsHnCD^Sj: C 46.3 (46.5) % H 4.4 (4.6) % N 7.2 (7.2) %. 

30 

EXAMPLE 79A 
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Ethyl oxo(2-{[(4-propylphenyl)sulfonyI]amino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl (2-ammo-4-thiazolyl)glyoxylate and 4-n- 
propylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
yellow solid (14.5 mg) with purity >90%. LCMS (pos) m/z 383.2. 

5 

EXAMPLE 80A 

Ethyl (2-{[(3-chloro-2-methylphenyI)sulfonyllamino}-l^-thiazol-4-yl)(oxo)acetate 
The title compound was prepared from ethyl (2-amino-4-thiazolyl)glyoxylate and 3- 
chloro-2-methylbenzenesulfdnyl chloride as described in the synthetic METHOD B to 
10 give a yellow solid (32.5 mg) with purity >90%. LCMS (pos) m/z 389.0.B 

EXAMPLE 8 1A 

Ethyl oxo(2-{P,4,6-trichlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl (2-amino-4-miazolyl)glyoxylate and 
15 2,4,6-trichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to 
give a yellow solid (18.3 mg) with purity >80%. LCMS (pos) m/z 445.0. 

EXAMPLE 82A 

Ethyl {2-[([l,l'-biphenyll-4-ylsulfonyl)aminol-l^-thiazol-4-yl}(oxo)acetate 
20 The tide compound was prepared from ethyl (2-amino-4-thiazolyl)glyoxylate and 4- 
phenylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
yellow solid (28.2 mg) with purity >80%. LCMS (pos) m/z 417.0. 

EXAMPLE 83A 

25 Ethyl (2-{[(2,4-dichloro-6-methylphenyl)sulfonyllamino}-l,3-thiazol-4- 
yl)(oxo)acetate 

The tide compound was prepared from ethyl (2-amino-4-thiazolyl)glyoxylate 2,4- 
dichloro-6-methylbenzenesulfonyl chloride as described in the synthetic METHOD B 
to give a yellow solid (28.9 mg) with purity >90%: LCMS (pos) m/z 423 ; HRMS m/z 
30 421.9580 (calc.ofmass for CwHuCUNaOsSj gives 421.9565). 
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EXAMPLE 84A 

2^2-{l(4-Methylphenyl)sulfonyl]atiiino}-l^-thiazoI-4-yl)acetic acid 
The title compound was prepared from EXAMPLE 5A according to METHOD C, 
giving 0.15 g (77%) of a white solid: mp 187 °C; MS (Ionspray, [M+Hf) m/z 313; 
5 AnaL Calcd (found) for C 12 H 12 N 2 0 4 S_: C 46.1 (46.1)%, H 3.9 (3.9)%, N 9.0 (8.9)%. 

EXAMPLE 85 A 
_42-{[(2,5-Dichlor<)-3-^ 

The title compound was prepared from EXAMPLE 6A according to METHOD C, 
10 giving 0.41 g (100%) of apale brown solid: mp 174 °C; MS (Ionspray, [M+H]*) m/z 
372; Anal. Calcd (found) for CjH^iCfcSs • 0.8 HC1: C 26.9 (26.9)%, H 1.7 (1.6)%, 
N 7.0 (6.6)% 

EXAMPLE 86A 

15 (2-{[(2-Chlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)aceticacid 

The tide compound was prepared from EXAMPLE 7A according to METHOD C, 
giving 1 .49 g (90%) of a pink solid after recrystallization from acetone / ether/ • 
petroleum elher: mp 176 °C; MS (Ionspray, [M+H]*) m/z 333; Anal. Calcd (found) for 
CuH9ClN 2 0 4 S 2 : C 39.7 (39.4)% H 2.7 (2.6)% N 8.4 (8.2)%. 

20 

EXAMPLE 87A 

2<2-{[(3<:hloro-2-methylphenyl)sulfonyl]amino}-l^-thiH__oI-4-yl)acetic acid 
The tide compound was prepared from EXAMPLE 8A according to METHOD C, 
giving 1.89 g (100%) of an off-white solid: mp 198 °C; MS (Ionspray, [M+H]*) m/z 
25 347; Anal. Calcd (found) for C l2 H u C_N 2 0 4 S 2 • 0.9 HC1: C .8.0 (38.0)% H 3.2 
(2.6)% N 7.4 (7.1)% 

EXAMPLE 88A 

bopropyl2K2-{[(3M:bloro-2.methylphenyl)sulfonyl]amino}-l,3-thiazol-4- 
30 yl)acetate 
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EXAMPLE 87A (0.3 g, 0.9 mmol) in DCM (7 mL) was treated dropwise with oxalyl 
chloride (0. 1 g, 0.9 mmol) and a catalytic amount of DMF. The reaction mixture was 
stirred for 3 h. The solvent was removed under reduced pressure and isopropanol was 
added to the residual off-white solid. The resulting suspension was stirred over night 
5 Purification by flash column chromatography on silica gel eluting with methanol 
(l-»3-»5%) in DCM gave a pink oil. Analytically pure pink crystals were obtained 
after crystallization from acetone / petroleum ether: mp 1 14 °C; MS (Ionspray, 
[M+H]*) m/z 389; Anal. Calcd (found) for QsHnCD^Sa: C 46.3 (46.4)%, H 4.4 
(4.2)%, N 7.2 (7.2)%. 

.1° 

EXAMPLE 89A 

Phenyl 2-(2-{[(3-chIoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

Under N 2 atmosphere, EXAMPLE 87A (0.5 g, 1.4 mmol) and DMAP (0.3 g, 1.6 
mmol) were dissolved in DCM (40 mL). The resulting red solution was chilled (0°C) 

15 before EDCI (0.3 g, 1.6 mmol) and phenol (0.7 g, 7.2 mmol) were added. The mixture 
was allowed to warm to room temperature and stirred over night The reaction mixture 
was washed with aqueous HC1 and saturated aqueous sodium bicarbonate. The organic 
phase was removed and the residue purified by flash column chromatography on silica 
gel eluting with methanol (0->l-»3%) in DCM. This gave 0.18 g (30%) of a white 

20 solid: mp 189 °C; MS (Ionspray, |M+Hf) ^ 423 ; Anal." Calcd (found) for 
C 18 H 15 C1N20 4 S2: C $U (51.1)%, H 3.6 (3.3)%, N 6.6 (6.4)%. 

EXAMPLE 90A 

Methyl (2-{[(3-chloro-2-methyIphenyl)sulfonyllamino}-l y 3-thiazol-4-yI)acetate 

25 (Note: This experimental describes the attempt to reduce the ethyl ester group to the 
alcohol) EXAMPLE 8 (1.2 g, 3.3 mmol) was dissolved in dry THF (10 mL). Lithium 
borohydride (0.2 g, 10 mmol) was added in portions under N 2 atmosphere at ambient 
temperature. The coloured suspension was stirred over night Aqueous HC1 (1M, 40 
mL) and brine (40 mL) were added before extraction with ethyl acetate. Drying 

30 (sodium sulfate), and evaporation of the organic phase gave crude material that was 
purified by flash column chromatography on silica gel eluting with methanol 
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(0_>2->4%) in DCM This gave 0.36 g (30%) of a yellow solid: mp 187 °C; MS 
(Ionspray, [M+Hj + ) m/z 361; Anal. Calcd (found) for CnHtaClNzC^Sa: C 43.3 
(43. 1)%, H 3.6 (3.4)%, N 7.8 (7.6)% 

EXAMPLE 91A 

Methyl {2-[([l,l , Tbiphenyl]-4-ylsulfonyl)aminol-5-methyH r 3-thiazol-4-yl}acetate 

The title compound was prepared from methyl 2-(2-amino-5 -methyl- 1 , 3 -thiazol-4- 
yl)acetate and 4-biphenylsulfonyl chloride as described in me synthetic METHOD B 
to give a white solid (22. 1 mg) with purity >90%. LCMS (pos) m/z 403.0. 

EXAMPLE 92A 

Methyl (2-{[(4-chlorophenyl)suIfonyl]amino}-5-raethyl-l,3-thiazol-4-yl)acetate 
The title compound was prepared from methyl 2-(2-amino-5-memyl-l,3-miazol-4- 
yl)acetate and 4-chlorobenzenesulfonyl chloride as described in the synthetic 
METHOD B to give a white solid (29.2 mg) with purity >90%. LCMS (pos) m/z 
361.2. 

EXAMPLE 93A 

Methyl (2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-5-methyI-l^-thiazol-4- 
yl)acetate 

The title compound was prepared from methyl 2-(2-amino-5-methyl-l,3-thiazol-4- 
yl)acetate and 3-chloro-2-methylbenzenesulfonyl chloride as described in the synthetii 
METHOD B to give a white solid (23.2 mg) with purity >90%. LCMS (pos) m/z 
375.2. . • 

EXAMPLE 94A 

Methyl [2-({[4-(3-chIoro-2-cyanophenoxy)phenyl]sulfonyl}araino)-5-methyl-l,3- 
thiazol-4-yl]acetate 

The title compound was prepared from methyl 2-{2-amino-5-methyl-l,3-thiazol-4- 
yl) acetate and 4^3-chlo'ro#2^anophenoxy)benzenesulfonyl chloride as described in 



WO 01/90090 



PCT/SE01/01155 



the synthetic METHOD B to give a yellow solid (28.3 mg) with purity >90%. LCMS 
(pos)m/z 478.2. 

EXAMPLE 95A 

5 Methyl (5-methyl-2-{I(4-propyIphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

The title compound was from prepared methyl 2-(2-amino-5-metiiyl- 1 , 3-thiazol-4- 
yl)acetate and 4-n-propylbenzenesulfonyl chloride as described in the synthetic 
METHOD B to give a white solid (33.1 mg) with purity >90%. MS (pos) m/z 416.2. 

10 EXAMPLE 96A 

Methyl (5-methyl-2-{[(2,4,6-trichlorophenyl)sulfonyl]amino}-l^-thiazol-4- 
yQacefate 

The title compound was prepared from methyl 2^2-amino-5-methyl-l,3-thiazol-4- 
yl)acetate and 2,4,6-trichlorobenzenesulfonyl chloride as described in the synthetic 
15 METHOD B to give a white solid (60.8 mg) with purity >90%: MS (pos) m/z 43 1. 1; 
HRMS m/z 427.9233 (calc. of monoisotopic mass for C13H1 1 a 3 N 2 04S 2 gives 
427.9226). 

I 

EXAMPLE 97A 

20 Methyl (2-{[(2,4-dichloro-6-methylphenyl)sulfonyl]amino}-5-methyl-l^-thiazol-4- 
yl)acetate 

The title compound was prepared from methyl 2-(2-amino-5 -methyl- 1 , 3 -thiazol-4- 
yl)acetate and 2,4^cMoro-6-methylbenzenesulfonyl chloride as described in the 
synthetic METHOD B to give a white solid (27.2 mg) with purity >80%. MS (pos) 
25 m/z 409.0, 41 1.0. 

EXAMPLE 98A 

N-(2-Methoxyethyl)-2-(2-{[(4-methylpheny0sulfonyI]amino}-l^-thiazol-4- 
yl)acetamide 

30 EXAMPLE 84A (0.5 g, 1.6 mmol) in DCM (15 mL) was treated dropwise with oxalyl 
chloride (0.3 g, 2.4 mmol). A catalytic amount of DMF was added, after which the 
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resulting orange mixture was stirred for 2 h. The solvent was removed under reduced 
pressure, and the crude was suspended in 4 mL of DCM. The suspension was added 
dropwise to a solution of DIEA (0.62 g, 4.8 mmol) and 2-medioxyethylamine (0.24 g, 
3.2 mmol) and stirred for 3 h at ambient temperature. The organic phase was washed 
5 with 2M aqueous HO, dried (magnesium sulfate), and evaporated. The crude brown 
solid was recrystallized from ethyl acetate, affording 0. 11 g (19%) of the pure title 
compound: mp 132°C; ER (KBr) o 3328, 1316, 1146, 1090 cm" 1, MS (Ionspray, 
[M+H]*) m/z 370; Anal. Calcd (found) for C1JH19N3O4S2: C 48.8 (48.8)%, H 5.2 
(5.2)%, N 11.4(11.3)%. 

10 

EXAMPLE 99 A 

2-(2-{[(2^Dichlor(H3-thienyI)siilfonyl]amino}-l^-tbiazol-4-yl)-N- 
methylacetamide 

The titie compound was prepared from EXAMPLE 85A according to preparation 
15 described for EXAMPLE 98A Recrystallisation from acetone / diethyl ether / 

petroleum ether gave 0.03 g (8%) of a white solid: mp 183 °C; ER (KBr) 0 3326, 1300, 
1 154 cm' 1 ; MS (Ionspray, (M+H]*) m/z 385; AnaL Calcd (found) for C0H9CI2N3O3S3: 
. C 3 1.1 (3 1.4)%, H 2.4 (2.7)%, N 10.9 (10.5)% 

20 EXAMPLE 100A 

N-(l^-Benzodioxol-5-ylmethyl)-2-{2-[(l-naphthylsuIfonyI)amino]-l^-thiazol-4- 
yl}acetamide 

The title compound was prepared from EXAMPLE 76A according to METHOD C, 
followed by METHOD E, giving 66 mg (16 %) of the pure product. MS (Ionspray, 
25 [M+H] 4 ) m/z 482; Anal. Calcd. (found) for C23H19N3O5S2 • 0.3 DMF: C 57.0 (56.6) % 
H 4.2 (4.0) %N 9.2 (8.9)%. 

EXAMPLE 101A 

N-(2-FuryImethyl)-2-{2-[(l-naphthylsulfonyI)amino]-l,3-thiazo!-4-yl}acetaniide 
30 The title compound was prepared from EXAMPLE 76A according to METHOD C, 
followed by METHOD E, giving 98 mg (27 %) of a white solid: MS (Ionspray, 
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[M+Hft m/z 428; Anal. Calcd. (found) for C20H17N3O4S2 • 0.1 CH 2 C1 2 : C 55.4 (55.3) 
% H 4.0 (3.6) % N 9.6 (9.3) %. 

EXAMPLE 102A 

5 2-(2-{[(2,4-Difluorophenyl)sulfonyl]amino}-l^-thiazol-4-yl)-N-ethyIacetamide 
The title compound was prepared from EXAMPLE 4A according to METHOD D 
Recrystallisation from acetone / ether / petroleum ether gave 0.09 g (40%) of a pink 
solid: mp 150°C; IR (KBr) u 3304, 3087, 1325, 1150 cm 1: MS (Ionspray, [M+H] 4 ) 
m/z 362; Anal. Calcd (found) for Cia^FzNsOsS* C 43.2 (43.1)%, H 3.6 (3.2)%, N 

10 11.6(11.2)%. 

EXAMPLE 103A 

N-Isopropyl-2-{2-[(l-naphthylsulfonyl)amino]-l,3-thiazoI-4-yl}acetamide 

The title compound was prepared from EXAMPLE 76A, according to METHOD C, 
15 followed by METHOD E, giving 122 mg (36 %) of the pure product: MS (Ionspray, 
[M+Hf) m/z 390; Anal Calcd. (found) for CUH19N3O3S2 • 0.2CH 2 C1 2 : C 53.8 (54.0) 
% H 4.8 (4.4) % N 10.3 (10. 1) %. 

EXAMPLE 104A 

20 N-[2-(lH-Indol-3-yI)ethyl]-2-{2-[(l-naphthylsulfonyl)amino]-M-thiazol-4- 
yljacetamide 

The title compound was prepared from EXAMPLE 76A, according to METHOD C, 
followed by METHOD E, giving 134 mg (32 %) of the pure product: MS (Ionspray, 
[M+Hft m/z 391; Anal. Calcd (found) for QjH^OjSj • 0.2 CH 2 C1 2 : C 59.6 (59.7) 
25 % H 4.4 (4.1) % N 1 1.0 (10.7) %. 

. EXAMPLE 105A 

N^CycIohexylmethyl)-2-{2-[(phenylsulfonyI)araino]-l,3-thiazol-4-yl}acetamide 
The title compound was prepared from EXAMPLE 20A, according to METHOD C, 
30 followed by METHOD E, giving 134 mg (25 %) pure product after recrystallisation 
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from DCM: MS (Ionspray, [M+H]*) m/z 394; Anal. Calcd (found) for C18H23N3O3S2 
0.3 H 2 0: C 54.2 (54.2) % H 6.0 (5.3) %N 10.5 (10.1) %. 

EXAMPLE 106A 

5 2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]araino}-l^-thiazol-4-yl)-N- 
methylacetamide 

The title compound was prepared from EXAMPLE 8A according to METHOD D, 
giving 0.20 g (6 1%) of a pink solid: mp 165 °C; IR (KBr) o 3334, 3085, 13 18, 1 142 
cm" 1, MS (Ionspray, [M+H]*) m/z 360; Anal. Calcd (found) for C13H14CIN3O3S2: C . 
10 43.4 (43.4)%, H 3.9 (3.6)%, N 11.7 (11.3)%. 

EXAMPLE 107A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l^-thiazoI-4-yl)-N- 
ethylacetamide ■ 

15 The title compound was prepared from EXAMPLE 8A according to METHOD D, 
giving 0.18 g (53%) of a yellow solid: mp 96 °C; IR (KBr) o 3327, 3098,1136 cm " l ; 
MS (Ionspray, [M+H]*) m/z 374; Anal. Calcd (found) for CuHwCnSbOsSa ■ 0.2 H 2 0: 
C 44.5 (44.4)%, H 4.4 (3.9)% N 1 1.1 (10.7)%. 

20 EXAMPLE 108A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yI)-N- . 
phenylacetamide 

The tide compound was prepared from EXAMPLE 87A according to METHOD E, 
giving 0. 10 g (34%) of a pink solid after recrystallization from ethyl acetate / ether / 
25 petroleum ether: mp 202 °C; IR(KBr) u 3313, 3107, 1308, 1133 crn^MS (Ionspray, 
[M+H]*) m/z 422; Anal. Calcd (found) for CigH^ClNjOsSz: C 51.2 (50.9)%, H 3.8 
(3.6)%, N 10.0 (9.5)%. ' 

EXAMPLE 109A . 
30 2-(2-{[(4-Chloropheny!)sulfonyl]amino}-l^-thiazol-4-yl)-N-(2- 
furylmethyl)acetamide 
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The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
followed by METHOD E, giving 172 mg (35 %) pure product after recrystallisation 
from DCM: MS (Ionspray, [M+H] 4 ) m/z 4 12; Anal. Calci (found) for 
C 16 Hi4ClN30 4 S 2 • 0.3 H 2 0: C 46. 1 (46. 1) % H 3.5 (3. 1) % N 10. 1 (9.8) %. 

5 

. EXAMPLE 110A 

. N-Benzhydryl-2-(2-{[(4-chlorophenyl)sulfonyl]amino}-l^-thiazol-4-yl)acetamide 
The tide compound was prepared from EXAMPLE 2 A, according to METHOD C, 
followed by METHOD E, giving 157 mg (26 %) pure product after recrystallisation 
10 from DCM: MS (Ionspray, [M+H] 4 ) m/z 498; Anal. Calcd. (found) for 
C24H 2 oClN 3 03S 2 • 0.6 H 2 0: C 56.6 (56.5) % H 4.2 (3.6) % N 8.3 (8.0) %. 

EXAMPLE 111A 

2-(2-{[(4-Chlorophenyl)sulfonyl]araino}-l,3-thiazol-4-yl)-N-(tetrahydro-2- 
15 furanylmethyl)acetamide 

The tide compound was prepared from EXAMPLE 2A, according to METHOD C, 
followed by METHOD E, giving 92 mg (18 %) pure product after recrystallisation 
from DCM: MS (Ionspray, [M+H] 4 ) m/z 416; Anal. Calcd. (found) for 
C 16 H lft CIN304S 2 : C 46.2 (45.9) % H 4.3 (3.9) % N 10.1 (9.7) %. 

20 

EXAMPLE 112A 

Ethyl 4-{[2-(2-{[(4-chlorophenyl)sulfonyl]amino}-l^-thiazol-4-yI)acetyl]ainino}- 
1-piperidinecarboxylate 

The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
25 followed by METHOD E, giving 281 mg (48 %) pure material after recrystallization 
from DCM: MS (Ionspray, [M+H] 4 ) m/z 487; Anal Calcd (found) for 
CwHaClHjOsS* C 46.9 (46.8) % H 4.8 (4.6) % N 1 1.5 (1 1.2) %. 

EXAMPLE 113A 

30 N-Benzhydiyl-2-(2-{[(3-chIoro-2-methylphenyl)sulfonyl]amino}-l^-thiazol-4- 
yl)acetamide 
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The title compound was prepared from EXAMPLE 87A according to METHOD E, 
giving 0.09 g (20%) of a pink solid after recrystallization from acetone / diethyl ether: 
mp 200 °C; MS (Ionspray, [M+H] 4 ) m/z 5 12. 

5 EXAMPLE 115A 

2-(2-{[(4-ChIorophenyI)sulfonyllamino}-l^thiazol-4-yl)-N-phenyIacetamide 

The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
followed by METHOD E, giving 130 mg (26%) of pure product after recrystallization 
from ethanol: MS (Ionspray, [M+H]*) m/z 407; Anal Calcd. (found) for 
10 CnHwClNaOaSs: C 50.0 (49.6) %H 3.5 (3.3) %N 10.3 (10.3) %. • 

EXAMPLE 116A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfo^ 

A solution of EXAMPLE 8 A (0.20 g, 0.53 mmol) in cone, ammonium hydroxide (6 
15 mL) was stirred over night at room temperature. The solvent was evaporated giving a 
quantitative yield of the title product: MS (Ionspray, [M+H]*) m/z 345; Anal. Calcd. 
(found) for C^NiOsSs: C 42.0 (42.5) % H 3.5 (3.3) % N 1 1.3 (1 1.4) %. 

EXAMPLE 117A 
20 2^2-{[(3-Chloro-2-methylphenyO 
diethylacetamide 

The title compound was prepared according to METHOD E. The obtained product 
mixture was separated on a silica gel column giving the amide (53 mg, 0. 13 mmol, 1 1 
%) and the decarboxylated product 3-chloro-2-methyl-N-(4-methyl-i,3-thiazol-2- . 
25 yl)benzenesulfonamide (135 mg, 0.44 mmol, 39 %). EXAMPLE 1 17A: MS (Ionspray, 
[M+H]*) m/z 401; Anal. Calcd. (found) for QeHaoCINabsS* C 47.8 (47.7) % H 5.0 
(5.4) %N 10.4 (10.2)%. 

EXAMPLE 119A 

30 2-{2-[([14^Biphenyll^ylsulfonyl)amino]-l,3-ttiiazo!-^yl}-N,N-diethyIacetamide 
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The title compound was prepared by coupling of INTERMEDIATE 1 1 and 4- 
biphenylsulfonyl chloride according to METHOD B: MS (Ionspray, [M-H]") m/z 
428.3. 

5 EXAMPLE 120A 

N,N-diethyl-2-(2-{[(4-propyIphenyl)sulfonyI]amino}-l r 3-thiazol-4-yl)acetamide 
The title compound was prepared by coupling of INTERMEDIATE 1 1 and 4- 
propylbenzenesulfonyl chloride according to METHOD B: MS (Ionspray, [M-H]") 
m/z 393.4. 

10 

EXAMPLE 121A 

2-(2-{[(2,4-Dichloro-6-methylphenyl)suIfonyl]amino}-M-thiazol-4-yI)-N,N- 
diethyiacetamide 

The title compound was prepared by coupling of INTERMEDIATE 1 1 and 2,4- 
15 dicMoro-6-methylbenzenesulfonyl chloride according to METHOD B: MS (Ionspray, 
[M-H] - ) m/z 434.3. 

EXAMPLE 122A 

N,N-diethyl-2-(2-{[(2,4,6-trichlorophenyl)sulfonyI]amino}-l^-thiazol-4- 
20 yl)acetamide 

The title compound was prepared by coupling of INTERMEDIATE 1 1 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B: MS (Ionspray, [M-H]"") 
m/z 454.2. . 

25 EXAMPLE 123A 

2-{2-[([l > l , -BiphenyI]-4-ylsulfonyI)amino]-M-thiazol-4-yl}-N,N- 
diisopropylacetamide 

The tide compound was prepared by coupling of INTERMEDIATE 14 and 4- 
biphenylsulfonyl chloride according to METHOD B: MS (Ionspray, [M-H]~) m/z 
30 456.4. 
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EXAMPLE 124A 

N,N-diisopropyl-2-(2-{l(4-propylphenyl)sulfonyl]amino}-l^-thiazoI-4- 
yl)acetamide 

The title compound was prepared by coupling of INTERMEDIATE 14 and 4- 
5 propyfoenzenesulfonyl chloride according to METHOD B: MS (Ionspray, [M-H]") 
m/z 422.6. 

EXAMPLE 125A 

2^2-{[(2,4-Dichloro^-methyIphenyI)sulfonyl]amino}-l^-thiazoI-4-yI)-N^- 
10 diisopropylacetamide 

The title compound was prepared by coupling of INTERMEDIATE 14 and 2,4- 
dichloro-6-memyIbenzenesulfonyl chloride according to METHOD B: MS (Ionspray, 
[M-HD m/z 462.2. 

15 EXAMPLE 126A 

N^-diisopropyl-2-(2-{[(2,4,6-trichlorophenyl)sulfonyl] amino}-l,3-thiazol-4- 
yl)acetamide .. 

The title compound was prepared by coupling of INTERMEDIATE 14 and 2,4,6- 
trichlorobehzenesulfonyl chloride according to METHOD B: MS (Ionspray, [M-HT) 
20 m/z 482.3. 

EXAMPLE 127A 

2-(2-{I(3-Chloro-2-methylphenyI)sulfonyl]amino}-l^-thiazol-4-yI)-N^- 
diisopropylacetamide 

25 The title compound was prepared by coupling of INTERMEDIATE 14 and 3-chloro- 
. 2-methylberizenesulfonyl chloride according to METHOD B: MS (Ionspray, [M-H]") 
m/z 427.9. . 

EXAMPLE 128A 

30 2-(2-{[(3-ChIoro-2-methylphenyl)sulfonyI]amino}-l^-thiazol-4-yl)-N,N- 
dtpropylacetamide 



The title compound was prepared by coupling of INTERMEDIATE 15 and 3-chloro- 
2-methylbenzenesulfonyl chloride according to METHOD B: MS (Ionspray, [M-H]~) 
m/z 428.3. 

5 EXAMPLE 129A 

N-benzyI-2^2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazoI-4-yl)-N- 
methylacetamide 

The title compound was prepared from EXAMPLE 87A according to METHOD E in 
51% yield, using N-methylbenzylamine: MS (electronspray, [M+H] 4 ) m/z 450.2. 

10 

EXAMPLE 130A 

N-benzyl-2^2-{[(3^hloro-2-methylphen^ 
ethylacetamide 

The title compound was prepared according to METHOD F, from EXAMPLE 87 A 
15 After the workup and purification by flash chromatography a pink solid (346 mg, 
75%) was obtained: MS (Ionspray, [M+H] 4 ) m/z 464.0; Anal. Calcd (found) for 
CMH22CIN3Q3S2: C 54.4 (54.2)%, H 4.8 (4.7)%, N 9. 1 (9. 1)%. 

EXAMPLE 131 A 

20 2^2-{[(3<:hIoro-2-methylphenyO 
dimethylacetamide 

The title compound was prepared according to METHOD D, from EXAMPLE 8 A. 
After workup and purification by flash column chromatography a pink solid (75 mg, 
38%) was obtained: mp 84-84 °C; MS (Ionspray, [M+H] 4 ) m/z 374.0; AnaL Calcd 
25 (found) for C 14 H I6 C1N30 3 S 2 : C 45.0 (44.8)%, H 4.3 (4.5)%, N 1 1.2 (1 1.0)%. 

EXAMPLE 132A 

2^2-{[(3-Chloro-2-methylphenyl)sulfo^^ 
N-methylacetamide 

30 The title compound was prepared from EXAMPLE 87A according to METHOD E in 
52% yield, using N-methylcyclohexylamine: MS (electronspray, [M+H] 4 ) m/z 442.2. 
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EXAMPLE 132B 

3-Chlor(HN-{4-[2<3,4-dihydro-2(lH^^ 
2-methylbenzenesulfonamide 

5 The title compound was prepared from EXAMPLE 87A according to METHOD E in 
29% yield, using 3,4simydro-2(lH)4soquinoline: MS (electronspray, [M+H]*) m/z 
462.0. 

EXAMPLE 133A 
10 2-(2-{[(3-Chloro-2-methylphehy!)sulfo^ 
phenylacetamide 

The title compound was prepared from EXAMPLE 87A according to METHOD E in 
57% yield, using N-me%laniline: MS (electronspray* [M+H] 4 ) m/z 436.2. 

15 EXAMPLE 134A 

2-(2-{[(3-Chloro-2-methyIphenyl)sulfonyl]amino}-l,3-thiazoI-4-yI)-N-isopropyl-N- 
raethylacetamide 

The tide compound was prepared from EXAMPLE 87A according to METHOD E in 
66% yield, usmgN-methyUsopropylamine: MS (electronspray, [M+H]*) m/z 402.2. 

20 

EXAMPLE 135A 

2-{2-[([14'-Biphenyl]-4-yIsulfonyl)aminp]-l^-thiazol-4-yl}-N-isopropyl-N- 
methylacetamide 

The title compound was prepared by coupling of INTERMEDIATE 9 and 4- 
25 biphenylsulfonyl chloride according to METHOD B giving 108 mg (47%) of product: 
MS (electronpray, [M-H]~) m/z 428.4. 

EXAMPLE 136A 

N-ethyl-N-methyl-2-(2-{[(2,4,6-trichIorophenyl)sulfonyl]amino}-l,3-thiazol-4- 
30 yl)acetamide 
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The title compound was prepared by coupling of INTERMEDIATE 8 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B giving 180 mg (75%) of 
product MS (electrospray, [M-Hf) m/z 440.2. 

5 EXAMPLE 137A 

2-(2-{[(2,4-Dichloro-6-methyIphenyl^ 
methylacetamide 

The title compound was prepared by coupling of INTERMEDIATE 8 and 2,4- 
dichloro-6-methylbenzenesulfonyl chloride according to METHOD B giving 27 mg. 
10 (12%) of product MS (electrospray, [M-H]") m/z 420.2. 

EXAMPLE 138A ' 

N-ethyl-N-methyl-2-(2-{[(4-propyIphenyl)sulfonyl]amino}-l,3-thiazol-4- 
yl)acetamide 

15 The title compound was prepared by coupling of INTERMEDIATE 8 and 4-n- 
propylbenzenesulfonyl chloride according to METHOD B giving 1 15 mg (56%) of 
product: MS (electronspray, [M-H] - ) m/z 380.3. 

EXAMPLE 139A 
20 2-{2-[([U , -Biphenyl]-4-ylsulfo^^ 
methylacetamide 

The title compound was prepared by coupling of INTERMEDIATE 8 and 4- 
biphenylsulfonyl chloride according to METHOD B giving 143 mg (64%) of product: 
MS (electronspray, [M-H] - ) m/z 414.3. 

25 

EXAMPLE 140A 

2-(2-{[(3-Chloro-2-roethylphenyl^ 
methylacetamide 

The title compound was prepared from EXAMPLE 87 according to METHOD E in 
30 63% yield, using N-methylelhylamine: MS (electronspray, [M+H]*) m/z 388.2. 
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EXAMPLE 141A 

2- (2-{[(3-Chloro-2-methylphenyI)suIfonyl]amino}-l,3-thiazol-4-yl>N-methyl-N- 
[(lS)-l-phenylethyl]acetamide 

The title compound was prepared from EXAMPLE 87A according to METHOD E in 
5 45% yield, using (lS>l-phenylemylamine: MS (electronspray, [M+H]*) m/z 464.2. 

EXAMPLE 142A 

3^hloro-2-methyl-N-{4-[2-oxo-2<l-pyrrolidinyl)ethyl]-l^-thiazol-2- 
yl}benzenesulfonamide 

10 The title compound was prepared according to METHOD G, from EXAMPLE 8A. 
After workup and purification by flash column chromatography a pale brown foam 
was obtained. This material was recrystallized from methanol to yield 139 mg (66%) 
of amber-coloured crystals: mp 107 °C; MS (Ionspray, IM+H]*) m/z 400.0; Anal. 
Calcd (found) for QeHjgClNaOaSz • 1 MeOH • 0.25 H 2 0: C 46.8 (46.8)% H 5.2 

15 (5.2)% N 9.6 (9.5)% 

EXAMPLE 143A 

3- Chloro-2-methyl-N-{4-[2-oxo-2-(l-piperidinyl)ethyI]-l,3-thiazoI-2- 
yljbenzenesulfonamide 

20 EXAMPLE 8A (200 mg, 0.53 nunol) was heated for 3 days in piperidine (2 mL) at 
100 °C in a Heck vial. The reaction mixture was allowed to cool to room temperature 
and upon standing, brown crystals formed mat were collected on a filter: MS 
. (Ionspray, jM+H]*) m/z 4 14.2. 

25 EXAMPLE 144A 

N-{4-[2-oxo-2-(l-piperidinyl)ethyll-l^-tluazoI-2-yl}[l,l , -biphenyll-4-suIfonamide 
The tide compound was prepared by coupling of INTERMEDIATE 13 and 4- 
biphenylsulfonyl chloride according to METHOD B giving 122 mg (51%) of product: 
MS (electronspray, [M-H]") m/z 440.4. 

30 

EXAMPLE 145A 
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N-{4~[2-oxo-2-(l-piperidinyI)ethyl]-l^ 

The title compound was prepared by coupling of INTERMEDIATE 13 and 4-n- 
propylbenzenesulfonyl chloride according to METHOD B giving 146 mg (66%) of 
product: MS (electronspray, [M-H] - ) m/z 406.4. 

5 

EXAMPLE 146A 

2,4-Dichloro-6-methyl-N-{4-[2-^^ 

yljbenzenesulfonamide 

The title compound was prepared by coupling of INTERMEDIATE 13 and 2,4- 
10 dichloro-6-methylbenzenesulfonyl chloride according to METHOD B giving 168 mg 
(69%) of product: MS (electronspray, [M-Hf) m/z 446.3. 

EXAMPLE 147A 
2A6-Trichloro-N-{4-[2-oxo^ 
15 yljbenzenesulfonamide 

The tide compound was prepared by coupling of INTERMEDIATE 13 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B giving 156 mg (62%) of 
product MS (electronspray, [M-Hf) 466.3. 

20 EXAMPLE 148A 

3-Chloro-2-methyl-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l y 3-thiazol-2- 
yl} benzenes ulfonamide 

The title compound was prepared according to METHOD F, from EXAMPLE 87 A. . 
After the workup and purification by flash chromatography a pink foam was obtained 
25 This material was recrystallized from methanol to give pink crystals (0.83 g, 69%): mp 
208-209 °C; MS (Ionspray, [M+H] 4 ) m/z 416.0; Anal. Calcd (found) for 
C 16 H 1 8C1N 3 04S2: C 46.2 (46.0)%, H 4.4 (4.6)%, N 10.1 (10.0)%. 

EXAMPLE 149A • 

30 2,4,6-Trichloro-N-{4-[2-(4-morpholinyl>2-oxoethyI]-l^.thiazoI-2. 
yl}benzenesulfonamide 



PeT/SEOt/0H55^ 



The title compound was prepared by coupling of INTERMEDIATE 10 and 2,4,6- 
tricMorobenzenesulfonyl chloride according to die preparation of EXAMPLE 152A 
giving 162 mg (64%) of product MS (electronspray [M-H]") m/z 470. 1. 

5 EXAMPLE 150A 

2,4-DichIoro-6-methyl-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2- 
yljbenzenesulfonamide 

The tide compound was prepared by coupling INTERMEDIATE 10 and 2,4-dichloro- 
6-methylbenzenesulfonyl chloride according to the preparation of EXAMPLE 152A 
10 giving 1 1 1 mg (46%) of product: : MS (electronspray, [M-H]") m/z 448. 1. 

EXAMPLE 151A 

N-{4-[2-(4-morpholinyI)-2-oxoethyll-l,3-thiazol-2-yl}[l,l , -biphenyl]-4- 
sulfonamide 

15 INTERMEDIATE 10 (123 mg, 0.54 mmol) and DMAP (66 mg, 0.54 mmol) was 

mixed with TEA (0.15 mL, 1.08 mmol) and DMF (1 mL). 4-Biphenylsulfonyl chloride 
(137 mg, 0.54 mmol) was added The mixture was left at room temperature overnight, 
then petrol ether (35 mL) was added. The oil that separated was purified by 
chromatography on silica gei(15 mL), eluting with DCM and 5% MeOH/DCM giving 

20 22 mg (9%) of the tide compound: MS (electronspray, JM-H]") m/z 442.2. 

EXAMPLE 152A. 

N-{4-[2-(4-morpholinyl)-2-ox6ethyli-l^-thiazol-2-yI}-4- 
propylbenzenesulfonamide 

25 INTERMEDIATE 10 (123 mg, 0.54 mmol) and DMAP (66 mg, 0.54 mmol) was 
mixed with pyridine (1 mL) and cooled in ice. 4-n-Propylbenzenesulfonyl chloride 
(1 18 mg, 0.54 mmol) was added. The mixture was kept at 4 °C overnight The reaction 
mixture was then heated to 50 °C over 1 .5 h, cooled and left at room temp for 4.5 h. 
The solvent was evaporated and the residue purified by flash-chromatography on silica 

30 gel with 0-5% MeOH/DCM as eluent giving 122 mg (55%) of the tide compound: 
MS (electronspray, [M-H]") m/z 408:3. 
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EXAMPLE 153A 

2,4-Dichloro-N-{4-[2-(4-morpholinyI)-2-oxoethyl]-l,3-thiazoI-2- 
y 1} benzenesulfonamide 

5 INTERMEDIATE 10 (0.227 g, 1.00 mmol) and DMAP (0. 122 g, 1.00 mmol) were 
dissolved in DMF (2.0 mL) and diisopropylethylamine (0.258 g, 2.00 mmol) and 
PCM (1.5 mL). 2,4-Dichlorobenzenesulfonyl chloride (0.245 g, 1.00 mmol) in DCM 
(1.0 mL) was added to the mixture and the reaction stirred over night The reaction 
mixture was filtered though Hydromatrix column treated with aqueous hydrogen 

10 chloride (10 mL, 1 M) and eluted with DCM. The washings were concentrated and 
purified by silica chromatography usitig DCM/methanol (95:5) to give 177 mg (41%) 
of the title compound with HPLC purity >90%: MS (Ion spray, [M-H] - ) m/z 434.2; 
436.2,438.2. 

15 EXAMPLE 154A 

4-ChIoro-2,6-dimethy!-N-{^ 
yl}benzenesuIfonamide 

The title compound was prepared according to EXAMPLE 153 A, using 4-chloro-2,6- 
dimethyl-benzenesulfonyl chloride to give 43 mg (10 %) of product with HPLC purity 
20 >90%: MS (Ion spray, [M+H] 4 ) m/z 430.0. 

EXAMPLE 155 A 

N-{4-[2-(4-morphoIinyl)-2-oxoethyIl-l^-thiazol-2-yl}-4- 
phenoxybenzenesulfonamide 
25 The title compound was prepared according to EXAMPLE 153A, using 4- 

phenoxybenzenesulfonyl chloride to give 1 17 mg (25 %) of product with HPLC purity 
of 90%: MS (Ion spray, [M-HD mix 458.3. 

EXAMPLE 156A 
30 2-Methyl-N-{4-[2<4-mo^ 

(trifluoromethoxy)benzenesulfonamide 
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The title compound was prepared according to EXAMPLE 153A, using 2-methyl-4- 
(trifluoromelhoxy)benzenesulfonyl chloride to give 129 mg (29 %) of product with 
HPLC purity >90%: MS (Ion spray, [M-HJ) m/z 464.2. 

5 EXAMPLE 157A 

N-{4-[2-(4^morphoIinyl)-2-oxoethyl]-l>-thiazol-2-yl}-2,4- 
bis(trifluoromethyI)benzenesulfonamide 

The title compound was prepared according to EXAMPLE 153A, using 2,4- 
bis(trifluoromethyl)benzenesulfonyl chloride to give 98 mg (19 %) of product with 
10 HPLC purity >90%: MS (Ion spray, [M-H]") m/z 502.2. 

EXAMPLE 158A 

4-Bromo-2-methyl-N-{4-[2-(4-morpholinyl)-2-oxoethyll-l y 3-thiazol-2- 
yljbenzenesulfonamide 

15 The title compound was prepared according to EXAMPLE 153 A, using 4-bromo-2- 
methyl-benzenesulfonyl chloride to give 73 mg (16 %) of product with HPLC purity 
>90%: MS (Ion spray, [M+H]*) m/z 460.0, 462.0. 

EXAMPLE 158B 
20 4-{2-Fui7l)-N-{4-[2-(4-^ 
yljbenzenesulfonamide 

The title compound was prepared from furan-2-boronic acid (17 mg) as described in 
the synthetic METHOD L to give a beige solid (1 1.6 mg) with purity >80%. MS (pos) 
m/z 434.1. 

25 

EXAMPLE 158C 

3 , -Fluoro-6 , -methoxy-N-{4-l2-(4-mo^pholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}[l,l , - 
biphenyl]-4-sulfonamide 

The title compound was prepared from 5-fluoro-2-methoxyphenyIboronic acid (25 
30 mg) as described in the synthetic METHOD L to give a white solid (33.3 mg) with 
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purity >90%: MS (pos) m/z 492.0; HRMS mlz 491.0987 (calc. of monbisotopic mass 
fojCaaHaFNsOsSj gives 491.0985).- 

EXAMPLE 158D 

5 4-(5-Methyl-2-thienyi>N-{4-I2-(4-morphoIinyI)-2-oxoethyll-l,3-thiazol-2- 
yl}benzenesulfonamide 

The title compound was prepared from 5-methylthiophene-2-boronic acid (21 mg) as 
described in the synthetic METHOD L to give a white solid (7. 1 mg) with purity 
>90%. MS (pos) m/z 464.1. 

10 

. EXAMPLE 158E 

S'-Aastyl-N-^p-C^morphoUnyl^-oxoethyll-l^-thiazol^-yUIljl'-biphenylH- 
sulfonamide . 

The title compound was prepared from 3-acetylphenylboronic acid (25 mg) as 
15 described in the synthetic METHOD L to give a white solid (33.2 mg) with purity 
>90%. MS (pos) m/z 486.1. 

EXAMPLE 158F 

N^^p^^Morpholinyl^-oxoethyll-l^thiazoI^ylJ^'^trifluoromethoxy)!!,!'- 
20 biphenyl]-4-suIfonamide 

The title compound was prepared from 4-(trifluoromethoxy)benzeneboronic acid (3 1 
mg) as described in the synthetic METHOD L to give a white solid (30.4 mg) with 
. purity >90%. MS (pos) m/z 528.1. - 

25 EXAMPLE 158G 

3 , ,4 , -Dichloro-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-M-thiazol-2-yl}[l,r- 
biphenyl]-4-suIfonamide 

The title compound was prepared from 3,4-dichlorophenylboronic acid (29 mg) as 
described in the synmetic METHOD L to give a white solid (27.3 mg) with purity 
30 >90%: MS (pos) m/z 512.0, 514.0; HRMS m/z 51 1.0196 (calc. of monoisotopic mass 
for C2iH 19 Cl 2 N30 4 S2 gives 51 1.0194). 
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EXAMPLE 158H 

4-(l^-Benzodioxol-5-yl)-N-{4-[2-(4-morphoIinyl)-2-oxoethyl]-l^-thiazol-2- 
yI}benzenesuIfonamide 
5 The title compound was prepared from 3,4-methylenedioxyphenylboronic acid (25 
mg) as described in the synthetic METHOD L to give a brown solid (5.2 mg) with 
purity >80%. MS (pos)m/z 488.1. 

EXAMPLE 1581 
10 4-(5-chIoro-2-thienyl)-N-{4-p^ 
yl}benzenesulfonamide 

The title compound was prepared from 5-chloromiophene-2-boronic acid (24 mg) as 
described in the synthetic METHOD L to give a white solid (5. 1 mg) with purity 
>90%. MS (pos) m/z 484.0, 486.0. 

15 

EXAMPLE 158 J 

N-{4-[2-(4-Morpholinyl)-2-oxoethyll-l^-thiazol-2-yl}-4-(4- 
pyridinyl)benzenesulfonamide 

The title compound was prepared from pyridine-4-boronic acid (18 mg) as described 
20 in the synthetic METHOD L, but at a temperature of 100 °C and with more 

palladium(H)acetate (4 mg) added, to give a white solid (4.0.mg) with purity >90%. 
MS (pos) m/z 445.0. 

EXAMPLE. 158K 

25 N-{4 , -[({4-[2 : (4-morpholinyI)-2-oxoethyl]-l ; 3-thiazo^2-yl}amino)sulfonyl][l,l , - 
biphenyl]-3-yl}acetamide 

The titie compound was prepared from 3-acetamidobenzeneboronic acid (2?mg) as 
described in the synthetic METHOD L to give a white solid (3 r 0 mg) with purity 
>90%. MS (pos) m/z 501.2. 

30 

EXAMPLE 158L 
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N-{4-[2-(4-MorpholinyO-2-oxoethyl]-l,3-thiazol-2-yI}-4-(3- 
thienyl)benzenesulfonamide 

The title compound was prepared from thiophene-3-boronic acid (19 mg) as described 
in the synthetic METHOD L to give a beige solid (22.4 mg) with purity >90%: MS 
5 (pos) m/z 450.0; HRMS m/z 449.0543 (calc. of monoisotopic mass for C l9 Hi9N 3 04S3 
gives 449.0538). 

EXAMPLE 158M 

N-{4-[2-(4-Morpholinyl)-2-oxoethylI-l,3-thiazol-2-yl}-4-(2- 
10 thienyl)benzenesulfonamide 

The title compound was prepared from thiophene-2-boronic acid (19 mg) as described 
in the synthetic METHOD L to give a beige solid (6. 1 mg) with purity >90%. MS 
(pos) m/z 450.1. 

15 EXAMPLE 158N 

4 , -[({4-[2-(4-Morpholmyl)-2-oxoethyll-l^-thiazol-2-yl}amino)sulfony^][l,^•- 
biphenyl]-4-carboxyIic acid 

The title compound, was prepared from 4-carboxyphenylboronic acid (25 mg) as 
described in the synthetic METHOD L to give a white solid (12.4 mg) with purity 
20 >80%. MS (pos) m/z 488.1. 

EXAMPLE 1580 

4 , -(Methylsulfany!)-N-{4-[2^(4-morpholinyl)-2-oxoethyl]-ip4hiazol-2-yl}l 
biphenyl]-4-sulfonamide 

25 The title compound was prepared from 4-(methylthio)phenylboronic acid (25 mg) as 
described in the synthetic METHOD L to give a beige solid (30.0 mg) with purity 
>90%. MS (pos) m/z 490.1. 

EXAMPLE 158P 
30 N-{4-[2-(4-MorphoUnyl>-2-oxoethyl]-M.thiazol-2-yI}-3^5 , - 
bis(trifIuoromethyl)[l,l'-biphenyl]-4-suIfonamide 
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The title compound was prepared from 3,5-bis(trifluoromethyl)phenylboronic acid (39 
mg) as described in the synthetic METHOD L to give a beige solid (39.6 mg) with 
purity >90%. MS (pos) m/z 580. 1. 

5 EXAMPLE 158Q 

4 f -CUoro-N-{4-[2-(4-m^ 
sulfonamide 

The title compound was prepared from 4-chlorophenylboronic acid (23 mg) as 
described in the synthetic METHOD L to give a beige solid (31.1 mg) with purity 
10 >90%. MS (pos) m/z 478.1. 

EXAMPLE 158R 

N-l^p^MorphoUny^-oxoethyll-l^-thiazoI-Z-ylJ-S'-iiitrbiia'-biphenyl]^- 
sulfonamide 

15 The tide compound was prepared from 3-nitrophenylboronic acid (25 mg) as described 
in the synthetic METHOD L to give a white solid (34.8 mg) with purity >90%: MS 
(pos) m/z 489.1; HRMS m/z 488.0827 (calc. of monoisotopic mass for C21H20N4O6S2 
gives 488.0824). 

20 EXAMPLE 158S 

4-(l-Benzofuran-2-yI)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l^-thiazol-2- 
yl}benzenesu!fonamide 

The tide compound was prepared benzo[B]furan-2-boronic acid (24 mg) as described 
in the synthetic METHOD L to give a yellow solid (4.7 mg) with purity >80%. MS 
25 (pos) m/z 484.0. 

EXAMPLE 158T 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4-(l- 
pyrrolidinyI)benzenesulfonamide 
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The title compound was prepared from pyrrolidine (71 mg) as described in the 
synthetic METHOD N to give a solid (0.6 mg) with purity >90%. MS (pos) m/z 
437.0. 

5 EXAMPLE 158U 

4-(4-Methyl-l-piperidinyI)-N-{4-^ 
yl}benzenesulfonamide 

The tide compound was prepared from 4-methylpiperidine (99 mg) as described in the 
synthetic METHOD N to give a solid (2. 1 mg) with purity >80%. MS (pos) m/z 
10 465.2. 

EXAMPLE 158V 

4-Anilino-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazoI-2- 
yl}benzenesulfonamide 

. 15 The title compound was prepared from aniline (93 mg) as described in the synthetic 
METHOD N to give a sohd (4.6 mg) with purity >90%. MS (pos) m/z 459.2. 

EXAMPLE 158W 

4-(Benzylainino)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l^-thiazol-2- 
20 yi}benzenesulfonam!de 

The tide compound was prepared from benzylamine (16 mg) as described in the 
synmetic METHOD M to give a solid (2.0 mg) with purity >80%. MS (pos) m/z 
473.2. 

25 EXAMPLE 158X 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4-[(2- 
thienylmethyl)amino]benzenesulfonamide 

The tide compound was prepared from thiophene-2-methylamine (1 13 mg) as 
described in the synmetic METHOD N to give a solid (0.7 mg) with purity >90%. MS 
30 (pos) m/z 479.1. 
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EXAMPLE 158Y 

4-(4-MorpholinyI)-N-{4-[2-(4-morphoIinyI)-2-oxoethyll-l,3-thiazol-2- 
yl}benzenesulfonamide 

The title compound was prepared from morpholine (13 mg) as described in me 
5 synthetic METHOD M to give a solid (8.3 mg) with purity >90%. MS (pos) m/z 
453.-1. 

EXAMPLE 158Z 

4-(4-Methyl-l-piperazinyl)-N-{4-[2-(4-morphoUnyl)-2-oxoethyl]-l,3-thiazol-2- 
10 yl}benzenesulfonamide 

The title compound was prepared from A^methylpiperazine (15 mg) as described in the 
synthetic METHOD M to give a solid (3.9 mg) with purity >80%. MS (pos) m/z 
466.2. 

15 EXAMPLE 158ZA 

N-{4-[2-(4-MorphoUnyI)-2-oxoethyl]-l^-thiazol-2-yl}-4-[(3- 
pyridinyImethyl)amino]benzenesulfonamide 

The title compound was prepared from 3-(aminomemyl)pyridine (108 mg) as 
described in the synthetic METHOD N to give a solid (0.9 mg) with purity >70%. MS 
20 (pos) m/z 474.1. 

EXAMPLE 159A 

2,4-Dichloro-6-methyl-N-{5-methyl^[2^4-morpholinyl)-2-oxoethylj-ip-thiazol- 
2-yl}benzenesuIfonamide 

25 The title compound was essentially prepared according METHOD B from 

INTERMEDIATE 16 and 2,4-dichloro-6-methylbenzenesulfqnyl chloride. This 
procedure gave ivory crystals after recrystallization from methanol (1 17 mg, 60%): mp 
186-187 °C; MS (Ionspray, [M+H]*) m/z 464.0. 



30 EXAMPLE 160A 
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N-{5-methyl-4-[2-(4-morp^ 
sulfonamide 

The title compound was essentially prepared according METHOD B from 
INTERMEDIATE 16 and 4-biphenylsulfonyl chloride. This procedure gave an off- 
5 white solid material after column chromatography and trituration with methanol (75 
mg, 39%): mp 204-206 °C; MS (Ionspray, [M+H]*) m/z 458.0; Anal. Calcd (found) 
for C22H23N30 4 S2 • 1 H 2 0: C 55.6 (55.2)%, H 5.3 (5.3)%, N 8.8 (8.9)%. 

EXAMPLE 161A 

» 

10 2,4,6-trichloro-N-{5-methyl-4-[2-(4-morphoHnyI)-2-oxoethyl]-l,3-thiazoI-2- 
yl} benzenesulfonamide 

The title compound was essentially prepared according METHOD B from 
INTERMEDIATE 16 and 2,4, 6-trichlorobenzenesulfonyl chloride. This procedure 
gave ivory crystals after recrystallization from methanol (151 mg, 74%): mp 216-217 
15 °C; MS (Ionspray, [M+H]*) m/z 486.0; Anal. Calcd (found) for CteHisClsNaC^ ■" 1 
CH 3 OH: C 39.5 (39.2)%, H 4.0 (3.9)%, N 8. 1 (8. 1)%. 

EXAMPLE 162A 

3-chloro-2-methyl-N-{5-methyl-4-[2-(4-morpholinyl)-2-oxoethyl]-l^-thiazol-2- 

20 yljbenzenesulfonamide 

The title compound was essentially prepared according METHOD B from 
INTERMEDIATE 16 and 3-chloro-2-memylbenzenesulfonyl chloride. This procedure 
gave ivoiy crystals after recrystallization from methanol (105 mg, 58%): mp 194-195. 
°C; MS (Ionspray, [M+H]*) m/z 430,2; Anal. Calcd (found) for C17H20CIN3O4S2 ■ 0.5 

25 H 2 0: C 46.5 (46.9)%, H 4.8 (4.6)%, N 9.6 (9.6)%. 

EXAMPLE 163A 

3-Chloro-N-(4-{2-[(2R,6S)-2,6-dimethylmorpholinyl]-2-oxoethyl}-l^-thiazol-2- 
yl)-2-raethylbenzenesulfonaraide 
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The title compound was prepared in 19% yield from EXAMPLE 87A and ds-(2R,6S)- 
2,6-dmiemyliaorpholine according to die preparation of EXAMPLE 17 1 A: MS 
(electronspray, [M-H]") m/z 442.3. 

5 EXAMPLE 164A 

3-Chloro-2-methyl-N-(4-{2-[(lS,4S)-2-oxa-5-azabicyclo[2.2.1]hept-S-yl]- i 2- 
oxoethyl}-l,3-thiazoI-2-yl)benzenesulfonamide 

EXAMPLE 87A (40 mg, 0. 1 15 mmol), (lS,4SM+>2-aza-5-oxabicyclo[2.2.1]heptane 
hydrochloride (16 mg, 0. 12 mmol) and DMAP (15 mg, 0. 12 mmol) were dissolved in 
10 DMF (0.3 mL).EDCI (23 mg, 0.12 mmol) was added followed by . 

d^opropylemylamine (41 uL, 0.24 mmol). The solution was left overnight, 
evaporated in vacuum and me residue purified by flash-chromatography on silica gel 
with 2% and 5% memanol/DCM as eluent. Yield 36 mg, 73%: MS (electronspray, 
[M-HD m/z 426.3. 

15 

EXAMPLE 165A 

3-ChIoro-2-methyl-N-{4-[2-oxo-2-(4-thiomorpholinyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonamide 

The tide compound was prepared according to METHOD G, from EXAMPLE 8 A 
20 using miomorpholine. After the workup and purification by flash chromatography a 
pale pink solid (150 mg, 66%) was obtained: mp 103-106 °C; MS (Ionspray, [M+Hf) 
m/z 432.2; Anal. Calcd (found) for C16H18CIN3O3S3: C 44.5 (44.4)%, H 4.2 (4,4)% N 
9.7(9.5)% 

25 EXAMPLE 166A 

N-{4-[2-oxo-2-(4-thiomorpholinyl)ethyl]-l^-thiazol-2-yl}[l,l , -biphenyll-4- 
sulfonamide 

The tide compound was prepared by coupling of INTERMEDIATE 12 and 4- 
biphenylsulfonyl chloride according to METHOD B, yielding 104 mg (42%) of the 
30 product MS (electronspray, [M-H] - ) m/z 458.3. 
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EXAMPLE 167 A ~ 

N-{4-[2-ox^(4-thiomorphoIinyl)ethyl]-l,3-thiazol-2-yl}-4- 
propylbenzenesulfonamide 

The title compound was prepared by coupling of INTERMEDIATE 12 and 4-n- , 
5 propylbenzenesulfonyl chloride according to METHOD B, yielding 171 mg (74%) of 
Ihe product MS (electronspray, [M-Hf) m/z 424.2. 

EXAMPLE 168A 
2,4-Dichloro-6-methyI-N-{4-^ 
10 yl} benzenes ulfonamide 

The tide compound was prepared by coupling of INTERMEDIATE 12 and 2,4- 
dichloro-6-melhylbenzenesulfonyl chloride according to METHOD B, yielding 145 
mg (57%) of the product: MS (electronspray, [M-H]") m/z 464.3. 

15 EXAMPLE 169A 

2,4^Trich!oro-N-{4-[2-oxo^ 
yljbenzenesulfonamide 

The tide compound was prepared by coupling of INTERMEDIATE 12 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B, yielding 114 mg (43%) 
20 of the product: MS (electronspray, [M-H]") m/z 484.1. 

EXAMPLE 170A 

N-{4-[2-(14-dioxido-4-thiomorphoIiny!)-2-oxoethyl]-M-thiazol-2-yl}-4- 
propylbenzenesulfonamide 

25 EXAMPLE 167A (43 mg, 0. 1 mmol) was mixed with methanol (1 mL) and cooled in 
ice. Oxone (potassium peroxymonosulfate, 74 mg, 0.12 mmol) dissolved in water (81 
mL) was added slowly. The mixture was stirred at room temperature overnight 
Methanol was evaporated, water was added and the mixture was neutralized with 
sodium bicarbonate and extracted with DCM. The product was purified by 

30 flaskchromatography using 5% methanol/DCM as eluent Yield 16 mg, 35%: *H 
NMR (DMSO) 5 7.65 (d, 2H), 7.35 (d, 2H), 6.5 (s, 1H), 3.85 (m, 4H), 3.75 (s, 2H), 
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3.25 (m, 2H), 3.1 (m, 2H), 2.6 (t, 2H), 1.6 (m, 2H), 0.9 (t, 3H). MS-ES (neg) m/z 
456.2. 

EXAMPLE 171A 

5 Tert-butyl4-[(2-{[(3-chloro-2-methyIphenyl)sulfonyllamino}-l,3-thiazol-4- 
yl)acetyl]-l-piperazinecarboxyIate 

EXAMPLE 87A (278 mg, 0.8 mmol), t-butyl 1-piperazmecaiboxylate (126 mg, 1.6 
mmol) and DMAP (25 mg, 0.2 mmol) were stirred in DMF (3 mL). After 3 days, the 
DMF was removed at the rotavapor and me residue was purified by flash 
10 chromatography on silica gel with 5% methanol/DCM as eluent yielding 1 1 1 mg 
(27%) of the title compound: 'HNMR (CDC1 3 ) 5 7.98 (d, 1H), 7.53 (d, 1H), 7.22 (t, 
1H), 6.35 (bs, 1H), 3.81 (s, 2H), 3.3-3.65 (m, 9H), 2.60 (s, 3H), 1.44 (s, 9H). MS-ES 
(neg) m/z 513.2. , 

15 EXAMPLE 171B 

N-{4-[2-(4-Acetyl-l-piperazinyl)-2-oxdethyll-l^-thiazol-2-yl}-3-chloro-2- 
methylbenzenesulfonamide 

This compound was prepared following the procedure for the synthesis of EXAMPLE 
171A using N-acetylpiperazine. This method gave 133 mg (49%) of the tide 
20 compound after purification: l H NMR (DMSO) 5 7.90 (d, 1H), 7.67 (d, 1H), 7.39 (t, 
1H), ; 6.52 (s, 1H), 3.68 (s, 2H), 3.4-3.5 (8H), 2.64 (s, 3H), 2.02 (s, 3H). MS-ES neg 
m/z455.4. 

EXAMPLE 172A 

25 3-Chloro-2-methyl-N-{4-[2-(4-methyl-l-piperazinyl)-2-oxoethyll-M-thiazol-2- 
yljbenzenesulfonamide trifluoroacetate 

To an ice-cold suspension of EXAMPLE 8A (2.43 g, 644 mmol) in DCM (60 mL) 
was HOBT (0.98 g, 6.44 mmol), EDCI (1.23 g, 6.44 mmol) and Et 3 N (1 .30 g, 12.89 
mmol) added. The mixture was stirred for 10 minutes when 1-methylpiperazine (704 
30 mg, 7.03 mmol) was added. The reaction was going on at room temperature over night 
and was then extracted with 1 M HCl containing some brine. The product solidified in 
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the organic phase, which was separated The solvent was evaporated and the residue 
was dissolved in TFA. The solution was put on top of a column and the crude material 
was purified by reversed phase flash chromatography on LiChroprep RP-18. The 
product was gradient eluting with (acetonitrile in H 2 0 / 0.4 % cone. HC1). Pure 
5 fractions were pooled and the solvent volume was reduced by approximately 70 %. A 
precipitate was formed which was centri&ged and the clear yellow solvent was 
removed. The solid was dried under vacuum at 60 °C giving a white solid (1.30 g, 2.79 
mmol, 48 %): Mp 245 °C dec; MS (Ionspray, [M+H] 4 ) m/z 428; Anal. Calcd. (found) 
forC 17 H 2 ,ClN4CbS 2 aHCl-0.4H20:C43.2(43.2)%H4.9(4.9) 0 /oN 11.8 (11.9)%. 

10 

EXAMPLE 173A 

3-Chlbr(^2-methyl-N-{4-[2-6xo-2«(l-piperazinyl)ethyl]-l r 3-thiazol-2- 
yl}benzenesulfonamide trifluoroacetate 

The title compound was prepared from EXAMPLE 171 A as described for the BOC- 
15 deprotection procedure in the preparation of EXAMPLE 177A: MS-ES (neg) m/z 

415.2; 

EXAMPLE 174A 
2-Methyl-N-{4-[2-(4-methyM^ 
20 (trifluoromethoxy)benzenesulfonamide 

The title compound was synthesized in two steps as described for EXAMPLE 175 A, 
starting from ethyl [2^{[2-me%M^trifluoromethoxy)ph 

thiazol-4-yl]acetate (2.80 g, 6.30 mmol) to give 116 mg (48 % yield) of product with a 
HPLC purity of 95%: ! HNMR(CDC1 3 ) 5 8.03 (d, 1 H), 7.05 (m, 2 H), 6.28 (s, 1 H), 
25 3.70 (s, 2 H), 3.55 (m, 2 H), 3.46 (m, 2 H), 2.50 (s, 3 H), 2.38 (m, 4 H), 2.25 (s, 3 H). 

EXAMPLE 175A 

2,4-Dichloro-6-methyl-N-^ 
yl}benzenesulfon amide 

30 EXAMPLE 30A (1.91 g, 4.67 mmol) was added to a solution of potassium hydroxide 
(5 g, 89 mmol) in water (25 mL) and ethanol (25 mL). The reaction was stirred over 
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night, diluted with water and washed with toluene. The water phase was adjusted with 
aqueous hydrogen chloride (37%) topH 1 and the solution extracted with ethyl 
acetate. The combined ethyl acetate layers were dried (magnesium sulfate) and 
concentrated to give 1 .7 g (95% yield) of (2-{ [(2,4-dichloro-6-methylphenyl)- 

5 sulfonyl]aniino}-l,3-thiazol-4-yl)acetic acid. (*H NMR (DMSO-de) 8 7.61 (d, 1 H), 
7.50 (d, 1 H), 6.62 (s, 1 H), 3.56 (s, 2 H), 2.68 (s, 3 H); MS (Ion spray, [M+Hf) m/z 
381.0). The acid (0.2 g, 0.525 mmol) was coupled with 1-methyl-piperazine as in 
method F, to give 1 10 mg (45% yield) of the tide compound with a HPLC purity of 
95%: *H NMR (GDC1 3 ) 8 7.29 (d, 1 H), 7. 15 (d, 1 H), 6.35 (s, 1 H), 3 .55 (s, 2 H), 3.60 

10 (m, 2 H), 3.49 (m, 2 H), 2.74 (s, 3 H), 2.41 (m, .4 H), 2.28 (s, 3 H). MS aon spray, 
[M+H]*) m/z 463.0. 

EXAMPLE 176A 

2,4-Dichloro-N-{4-[2-(4-methyl-l-piperarinyl)-2-oxoethyll-l,3-thiazol^ 
15 yl}benzenesulfonamide 

The title compound was synthesized in two steps as described for EXAMPLE 175 A, 
starting from EXAMPLE 32A (1.60 g, 4.05 mmol) to give 10 mg (4 % yield) of 
product with a HPLC purity of 95%: l HNMR (CDC1 3 ) 8 8.08 (d, 1 H), 7.42 (d, 1 H), 
7.33 (dd, 1 H), 6.39 (s, 1 H), 3.62 (m, 2 H), 3.52 (m, 2 H), 3.46 (s, 2 H), 2.43 (m, 4 H), 
20 2.55 (s, 3 H). MS (Ion spray, [M+H] 4 ) m/z 449.0, 450.0, 45 1.0. 

EXAMPLE 177A 

3s:hloro-N-(4-{2-[(2R>2,4HlimethyIpiperazinyll-2-K)xdethyl}-l,3-thiazol-2-yl)-2- 
methylbenzenesulfonamide 

25 EXAMPLE 87A (347, 1.0 mmol) and INTERMEDIATE 7 (240 mg, 1.2 mmol) were 
coupled using METHOD F, giving 260 mg (49%) of t-Butyl (3R)-4-[(2-{[(3-chloro-2- 
memylphenyl)sutfonyl]ammo}-l,3-t^^ 

piperazinecarboxylate ( X H NMR (CDC1 3 ) 8 7.97 (d, 1H), 7.50 (d, 1H), 7,19 (t, 1H), 
6.31 (bs, 1H), 4.68, 4.28 (m, 1H), 2.62 (s, 3H), 1.44 (s, 9H), 1.19, 1. 13 (d, 3H). MS-ES 
30 (neg) m/z 527.3). This intermediate was treated with TFA/DCM/water (2 mL, 10:9: 1 
v/v/v) and stirred for 1 h. Evaporation of the volatiles gave 23 1 mg (87%) of the 
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deprotected product as the TFA salt (MS-ES (pos) m/z 429.2). This product (225 mg, 
0.4 mmol) was mixed with TEA (1 10 fiL, 0.79 mmol) and 1,2-dichloroethane (2.0 
mL). 37% Formalin (65 pL, 0.86 mmol) was added, followed by sodium 
triacetoxyborohydride (200 mg, 0.95 mmol). The mixture was stirred overnight, 5% 
5 aqueous sodium bicarbonate was added and the product was extracted with ethyl 
acetate. The organic phase was dried and evaporated. The residue was passed through 
a LiChroprep RP-18 column (Merck) and eluted with 40% acetonitrile, 1% acetic 
acid/water. This procedure gave 85 mg (50%) of the title compound: MS-ES (neg) m/z 
441A 

10 

EXAMPLE 178A 

2^2-{[(3-Chloro-2-methyIphenyI)suifonyl]am 
methylacetamide 

EXAMPLE 87 A (346 mg, 1.0 mmol) was coupled with 0,N-dimetiiylhydroxylamine 
15 hydrochloride (1 17 mg, 1.2 mmol) using METHOD F. After work up, 382 mg of a tan 
brown solid was obtained that was purified by flash column chromatography eluting 
with DCM/methanol (20: 1 v/v). Pure fractions were pooled and after evaporation of 
the solvents, triturated with DCM/die%lether (1:1 v/v) to give 300 mg (77%) of a 
light pink solid: mp 168-169 °C; MS (Ionspray, [M+Hf) m/z 390; Anal. Calcd 
20 (found) for CuHigCINaC^ • 0.5 H 2 0: C 42.2 (41.9) %, H 4.3 (4.2) %, N 10.5 (10.3) 
%. 

EXAMPLE 179A 

3-Chloro-2-methy!-N-[4-<2-oxopentyl)-l,3-thiazoI-2-yI]benzenesulfonamide 
25 Under nitrogen (g) atmosphere, EXAMPLE 178 A (200 mg, 0.5 1 mmol) was dissolved 
in THF (4 mL) and cooled to 0 °C. n-Propylmagnesium chloride (0.52 mL, 2 M in 
diethyl ether) was added dropwise via a syringe through a septum. The resulting light 
green solution was allowed to warm to room temperature and quenched with aqueous 
HC1 (1 M, 5 mL). Extraction with DCM (3 x 5 mL), drying of the organic phase 
30 (sodium sulfate) and evaporation in vacuo gave a crude yellow oil. Purification by 
flash chromatography on silicagel eluting with DCM/methanol (20:1 y/v) gave 10 mg 
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of a white solid: MS (Ionspray, [M+H] 4 ) m/z 373.0; HRMS Calcd (fovmd) for 
CisHnClNaOsSa m/z 372.0361 (372.0369). 

'. EXAMPLE 180A 
5 4-Chloro-N-[4-(2-hydroxyethyl)-l,3-thiazol-2-yI]benzenesuIfonamide 

The tide confound was prepared according to the preparation of EXAMPLE 181 A, 
starting with EXAMPLE 2A. This gave a crude product that was purified by flash 
column chromatography on silica gel eluting with 20% acetone in DCM to yield 635 
mg (36%) pure material: MS (Ionspray, [M+H] 4 ) m/z 318; Anal. Calcd. (found) for 
10 CuHuClNjOaSa: C 41.4 (41.3) %H 3.5 (3.5) %N 8.8 (8.6)% 

EXAMPLE 181A 

3-Chloro-N-[4-(2-hydroxyethyl)-l,3-thiazol-2-yl]-2-methylbenzenesuIfonamide 

To a solution of EXAMPLE 8A (5.00 g, 13.34 mmol) in THF (200 mL) was added 
15 lithium aluminum hydride (1.06 g, 28.02 mmol) in small portions. The temperature 
was kept below 0 °C during the addition, and the mixture was stirred for 45 min. at 0 
°C, treated with water (1 mL), cone. HQ (1 mL) and water (1 mL). Sodium sulfate 
was added and the solid was filtered off. The solvent was evaporated and die crude 
product was purified by flash column chromatography on silica gel eluting with 20% 
20 acetone in DCM to yield the tide compound (2.4 1 g, 54 %): MS (Ionspray, [M+H] 4 ) 
m/z 332; Anal. Calcd. (found) for C12H13CIN2O3S2: C 43.3 (46.5) % H 3.9 (4.0) % N 
8.4(8.3)% 

EXAMPLE 181B 

25 3-Chloro-N-[4-(3-hydroxypropyI>l^-thiazoI-2-yI]-2-methylbenzenesuIfonamide 
To a solution of EXAMPLE 23 IB (1.91 g, 4.91 mmol) in DME (10 mL) was added 
lithium borohydride (180 mg, 7.86 mmol). The mixture was refluxed for 3 h and acetic 
acid (2 mL) was added at room temperature. When the gas development was finished, 
2-ethanolamine (1 mL) was added and me mixture was refluxed for additional 40 min. 

30 The solvent was evaporated and the residue was extracted with 2 M HC1 and THF. The 
organic phase was separated and the solvent was evaporated. The residue was 



crystallised from ethanol giving 1.56 g (91 %) of the title compound: *H NMR 
(DMSO) 8 1.66 (qn, 2H), 2.46 (t, 2H), 2.64 (s, 3H), 3.68 (t, 2H), 6.41 (s, 1H), 7.37 (t, 
1H), 7.66 (d, 1H), 7.89 (d, 1H); MS (Ionspray, [M+H] 4 ) xn/z 346. 

5 EXAMPLE 182 A 

3-Chloro-N-l4^2-ethoxyethyl^ 

Sodium hydride (95 % dry, 80 mg, 3.23 mmol) was added to a stirred solution of 
EXAMPLE 181A (426 mg, 1.28 mmol) in tetrahydrofiiran (10 mL) at room 
temperature. After stirring for 15 min, the mixture was treated with ethyl iodide (400 

10 mg, 2.56 mmol). The reaction mixture was stirred for 2 h at 55 °C and then quenched 
with aqueous HC1 (1 M, 1 mL) and water was added. The product was extracted with 
DCM and dried (Sodium sulfete). Evaporation of the solvent gave a residue which was 
purified by flash chromatography on silica gel eluting with 10% acetone in DCM . 
giving an oil (0.25 g, 54 %) which solidified on standing: MS (Ionspray, [M+H]*) m/z 

15 360; Anal. Calcd. (found) for C^nON^Si: C 46.6 (46.5) % H 4.7 (4.6) %N 7.8 
(7.8)%. 

EXAMPLE 183A 

3-Oiloro-N-[4-(2-isopropoxye^ 

20 Sodium hydride (95 % dry, 129 mg, 5.39 mmol) was added to a stirred solution of 
EXAMPLE 18 1A (359 mg, 1.08 mmol) in THF (10 mL) at room temperature. After 
stirring for 15 min, the mixture was treated with 2-iodopropane (917 mg, 5.39 mmol). 
After two days at 50 °C, additional sodium hydride (26 mg, 1.08 mmol) and 2- 
iodopropane (366 mg, 2. 16 mmol) were added. After stirring for 1 h the reaction 

25 mixture was acidified with 2M HC1 and water was added. The product was extracted 
with DCM and dried (sodium sulfate). Evaporation of the solvent gave a residue which 
was purified by flash chromatography on silica gel eluting with 4% acetone in DCM 
giving (15 mg, 4 %) of an oil which solidified on standing: MS (Ionspray, [M+H]*) 
m/z 374. 

30 

EXAMPLE 184A 
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N-{4-[2^enzyloxy)ethyl]-l,3-to^ 

Sodium hydride (95 % dry, 76 mg, 3.00 mmol) was added to a stirred solution of 
EXAMPLE 181A (400 mg, 1.20 mmol) in THF (10 mL) at room temperature. After 
stirring for 15 min. the mixture was treated with benzyl bromide (226 mg, 1.32 mmol). 

5 After 2 h at 50 °C additional sodium hydride (60 mg, 2.40 mmol) and benzyl bromide 
(142 mg, 1.20 mmol) were added in two equal portions under a period of 2 h. The 
reaction was quenched by adding 1M HC1 (3 mL) at room temperature. The mixture 
was extracted with DCM and dried (Sodium sulfate). Evaporation of the solvent gave a 
residue which was purified by flash chromatography on silica gel eluting with 5% 

10 acetone in DCM giving (105 mg, 0.25 mmol, 21 %) which solidified on standing: MS 
(Ionspray, [M+H] 4 ) m/z 322. Anal. Calcd, (found) for CwH^ClNaOsSj ■ 0.5 CH 2 C1 2 : C 
50.3 (50.7)%H4.3 (4.1) %N 6.0 (5.9)%. 

EXAMPLE 185A 

15 3-Chloro-N-[4^2-methoxyethyl^ 

The title compound was prepared from EXAMPLE 18 1 A according to the preparation 
of EXAMPLE 182 A, using methyl iodide. After 1 .5 h at 40 °C the reaction mixture 
was quenched with 2M HC1 (1 mL) and water was added. The mixture was extracted 
with DCM and dried (Sodium sulfate). Evaporation of the solvent gave a residue 

20 which was purified by flash chromatography on silica gel eluting with 5% acetone in 
DCM giving a colorless oil (0.25 g, 60 %) which solidified on standing: MS (Ionspray, 
[M+H] 4 ) m/z 346. AnaL Calcd. (found) for QsH^Cl^OaSz: C 45.0 (44.8) % H 4.4 
(4.4) %N 8.1 (7.9)%. 

25 EXAMPLE 186A 

3^hloro-N-{4-[2^2-fluoro^ 
methylbenzenesulfonamide 

The title compound was prepared from EXAMPLE 181A according to the preparation 
of EXAMPLE 182A, using l-fluoro-2-iodoethane (6 eq). After 5 h at reflux the 
30 reaction mixture was quenched with 2M HC1 and water was added. The mixture was 
extracted with DCM and dried (Sodium sulfate). Evaporation of the solvent gave a 
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residue which was purified by flash chromatography on silica gel gradient eluting with 
0-20% acetone in DCM giving a colorless oil (28 mg, 6 %). MS (Ionspray, [M+H] 4 ) 
m/z 378. 

5 EXAMPLE 187A 

3-CHloro-2-methyl-N-{4-^ 
yljbenzenesulfonamide 

Sodium hydride (95 % dry, 253 mg, 10.00 mmol) was' added to a stirred solution of . 
2,2,2-trifluoroethanol (1.00 g, 10.00 mmol) in THF (15 mL) at 0 °C under nitrogen 

10 atmosphere. After stirring for 15 minutes at room temperature, the temperature was 
lowered to -80 °C using an ethanol-diy ice bath. Trifluoromethanesulfonyl chloride 
(L69 g, 10.00 mmol) dissolved in THF (5 mL) was then added in small portions, and 
the mixture was then left to reach room temperature over night The reaction mixture 
was centrifuged and the white precipitate was separated The solvent was diluted with 

15 THF to 25 mL (assumed concentration: 0.4 M). The prepared 2,2,2-trifluoroethyl 
trifluoromethanesulfonate solution (7.5 mL, 0.4 M) was added to a mixture of 
EXAMPLE 181A (500 mg, 1.5 mmol) and sodium hydride (95 % diy, 94 mg, 3.73 
mmol) in THF (10 mL) at 0 °C under nitrogen atmosphere. After stirring at 0 °C for 
1.5 h an additional amount of sodium hydride (95 % dry, 76 mg, 3.00 mmol) and 

20 2,2,2-trifluoroethyl trifluoromethanesulfonate solution (7.5 mL) was added. After 1 h 
at 0 °C was the mixture poured on to ice and neutralized with 2.0 M HQ and extracted 
with DCM. Evaporation of the organic solvent gave a residue which was purified by 
flash chromatography on silica gel eluting with a 2-5 % acetone gradient in DCM. 
This gave 174 mg (28%) of a white solid: MS (Ionspray, [M+H]*) m/z 414. Anal. 

25 Calcd. (found) for Ci4H,4ClF 3 N 2 03S 2 : C 40.5 (40.5) % H 3.4 (3.4) % N 6.7 (6.7) %. 

EXAMPLE 188A 

3-Chloro-2-methyl-N-{4-^ 

yljbenzenesulfonamide 

30 Sodium hydride (95 % diy, 3 1 mg, 1.21 mmol) was added to a stirred solution of the 
bromide EXAMPLE 213A (240 mg, 0.61 mmol) and 2-mercaptopyridine (68 mg, 0.61 
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mmol) in tetrahydrofuran (10 mL) at 0 °C. After stirring for 30 minutes at 0 °C 
product was slowly formed The temperature was elevated to 40 °C and after 30 
minutes, the reaction was neutralised by adding aqueous HC1 (2 M) and the mixture 
was extracted with DCM. The organic phase was dried (sodium sulfate) and the 
5 solvent was evaporated. The crude material was purified by flash chromatography on 
silica gel gradient eluting with 2-5 % acetone in DCM giving a solid (130 mg, 50 %). 
MS (Ionspray, [M+H]+) m/z 425; Anal. Calcd. (found) for C17HKCIN3O2S3: C 47.9 
(47.9) % H 3.8 (3.9) % N 9.9 (9.9) %. 

10 EXAMPLE 189A 

3-Chloro-2-methyl-N-{4^^ 
yl}benzenesulfdnamide 

Sodium hydride (95 % dry, 32 mg, 1.27 mmol) was added to a stirred solution of 
bromide EXAMPLE 213A (240 mg, 0.61 mmol) and 3-hydroxypyridine (63 mg, 0.67 

15 mmol) in tetrahydrofuran (10 mL) at 0 °C. After 2 h at reflux temperature the reaction 
was neutralized by adding 2 M HC1 and the product mixture was extracted with DCM. 
The organic phase was dried (Sodium sulfate) and the solvent was evaporated. The 
crude material was purified by flash chromatography on silica gel gradient eluting with 
2-5 % acetone in DCM giving the title compound as a solid (18 mg, 7 %) and 3- 

20 cMoro-2-me%l-N-(4-vmyl-l^ as a solid (33 mg, 17 

%). EXAMPLE 189A: MS (Ionspray, [M+H] 4 ) m/z 410. 

EXAMPLE 189B 

Methyl 2-[2-(2-{[(3HchIoro.2-methyIphenyl)suIfonyl]amino}-l,3-thiazoI^ 

25 yl)ethoxy]benzoate 

INTERMEDIATE 23 (124 mg, 0.445 mmol) and DMAP (54 mg, 0.44 mmol) were 
dissolved in DCM (2 mL). TEA (0. 12 mL, 0.89 mmol) was added followed by 3- 
chloro-2-methylbenzenesulfonyl chloride (105 mg, 0.468 mmol). The solution was 
kept at room temperature over night and then at 4 °C for 3 days. Evaporation and 

30 chromatography on silica gel with 35% ethyl acetate / toluene gave the title product 
(91 mg, 44 % yield): MS-ES (neg) m/z 465.5; l H NMR (CDC1 3 ) 5 7.99 (m, 2H), 7.4- 
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7.55 (m, 2H), 7.16 (m, 1H), 7.03 (t, 1H), 6.87 (d, 1H), 6.11 (s, 1H), 4.18 (t, 2H), 3.95 
(s,3H), 3.01 (V2H), 2.80 (s,3H). ■ 

EXAMPLE 190A 
5 3-Chloro-N-[5-l(dime^ 
methylbenzenesulfonamide 

A solution of EXAMPLE 182A (360 mg, 1 mmol), dimethylamine hydrochloride (164 
mg, 2 mmol), 37% formaldehyde (0,5 mL) in acetic acid (5 mL) was heated at 100 °C 
for 5.5 hrs. The solvent was evaporated. The residue was dissolved in water (5 mL). 
10 The pH of the water solution was adjusted to 9 with 2 N NaOH. The precipitate was 
filtered, washed with water and dried to give the product as white powder (1 15.4 mg, 
28% yield): mp 152-153 °C; MS m/e, 420, 418 (M 4 ) 

EXAMPLE 191A 
15 2^2-{[(3-ChIoro-2-methylphen^ 
methanesulfonate 

EXAMPLE 181 A (1.0 g, 3.0 mmol) was suspended in DCM (15 mL) and Et 3 N (0.9 g, 
8.4 mmol) was added dropwise while stirring at 0 °C. Methane sulfonyl chloride (0.5 
g, 4.2 mmol) was added and the coloured suspension was allowed to warm to room 

20 tempature and stirred for 4 h. Washing with aqueous HC1 (1 M, 2 x 40 mL), drying 
(sodium sulfate) and evaporation of the organic phase gave crude material Purification 
by preparative straight phase HPLC gave 0.7 g (54%) of an off-white solid: MS 
(Ionspray, [M+H] 4 ) m/z 41 1; Anal. Calcd (found) for Q3HUCIN2O5S3: C 38.0 
(37.9)%, H 3.7 (4.0)%, N 6.8 (6.6)% 

25 - 
EXAMPLE 191B 

3-(2-{[(3-chloro-2-methylphenyI)sulfonyl]amino}-l r 3-thiazol-4-yI)propyl 
methanesulfonate 

The title compound was essentially prepared according to the synthesis described for 
30 EXAMPLE 191 A starting with EXAMPLE 181B (1.51 g, 4.36 mmol). After the 

workup procedure, the crude material was purified by flash chromatography on silica 
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gel eluting with 5 % acetone in DCM giving 1.00 g (54 %) of an oil: l H NMR 
(CDC1 3 ) 8 2.63 (s, 3H), 2.77 (s, 3H), 2.87 (s, 3H), 3.02 t, 2H), 3.44 (t, 2H), 6.34 (s, 
1H), 7.24 (t, 1H), 7.55 (dd, 1H), 8.00 (dd, 1H); MS (Ionspiay, [M+H] 4 ) m/z 423. . 

5 EXAMPLE 192A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazoI-4-yl)ethyl acetate 
The title compound was prepared according to METHOD J by coupling EXAMPLE 
18 1 A and acetyl chloride, giving 79 mg (70%) white foam after purification: HRMS 
Calcd (found) for C14H15CIN2Q4S2 m/z 374.0162 (374.0144). 

10 

EXAMPLE 192B 

2<2-{[(3-ChIor()-2-methyIphenyl)sulfonyllamino}-l^thiazoI-4-yI)ethyl 
propionate 

The title compound was prepared according to METHOD J by coupling EXAMPLE 
15 18 1A and propionyl chloride, giving 104 mg (89%) of a white solid after purification: 
mp 122 °C; HRMS Calcd (found) for C 15 H, 7 aN 2 0 4 S2 m/z 388.0318 (388.0307). 

EXAMPLE 193A 

2-(2-{[(3-CWoro-2-methylphenyl)sulfonyllamino}-l^-thiazol-4-yl)ethyl2- 
20 methylpropanoate 

The title compound was prepared according to METHOD J by coupling EXAMPLE 
18 1A and isobutyryl chloride, giving 58 mg (48%) of a white solid after purification: 
mp 1 18 °C; HRMS Calcd (found) for C 16 H, 9 C1N204S2 m/z 402.0475 (402.0473). 

25 EXAMPLE 194A 

2-(2-{[(3-ChIoro-2-methyIphenyl)sulfonylIamino}-M-thiazol-4-y0ethyl2-furoate 
The title compound was prepared according to METHOD J by coupling EXAMPLE 
18 1A and 2-furoyl chloride, giving 96 mg (75%) of a white solid after purification: 
HRMS Calcd (found) for CitHuCINzOsSz m/z 426.01 11 (426.0112). 

30 

EXAMPLE 195A 
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2-(2-{l(3-chloro-2-methylphenyl)sulfonyI]amino}-l,3-thiazol-4-yl)ethyl benzoate 
The title compound was prepared according to METHOD J by coupling EXAMPLE 
181 A and benzoyl chloride, giving 104 mg (80%) of a white foam after purification: 
HRMS Calcd (found) for C19H17CIN2QA m/z 436.03 18 (436.03 14). 

5 

EXAMPLE 196A 
2<2-{[(3-ChIoro-2-methylp^ 
mo rpholinecar boxy late 

The title compound was prepared according to METHOD K starting from EXAMPLE 
10 181 A and using morpholine as the amine, giving 56 mg (42%) of a white solid after 
purification: mp 161 °C; HRMS Calcd (found) for C17H20CIN3O5S2 m/z 445.0533 
(445.0525). 

EXAMPLE 197A 

15 2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l^-thiazol-4-yl)ethyl 
diethylcarbamate 

The title compound was prepared according to METHOD K starting from EXAMPLE 
181A and using N,N-diethylamine as the amine, giving 72 mg (56%) of a white solid 
after purification: *H NMR (CDC1 3 ) 8 1.07-1. 10 (m, 6H), 2.68 (s, 3H), 2.99 (t, 2H), 
20 3.21-3.27 (m, 4H), 4.33 (t, 2H), 6.15 (s, 1H), 7.22 (t, 1H), 7.53 (d, 1H), 8.02 (d, 1H), 
11.17 (brs,NH). 

EXAMPLE 198A 

2-(2-{[(3-ChIoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)ethyl 
25 ethylcarbamate 

Hie title compound was prepared according to METHOD K starting from EXAMPLE 
181 A and using N-ethylamine as the amine, giving 78 mg (64%) of a white solid after 
purification: HRMS Calcd (found) for CisHuCDS^Sa m/z 403.0427 (403.0413). 

30 EXAMPLE 199A 

N-[4^2-aadoethyl)-l^-thiazol^ 
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A mixture of EXAMPLE 191A (1.00 g, 2.43 mmol) and sodium azide (791 mg, 12.17 
mmol) in emanol (30 mL) was refluxed for 2.5 h. The solvent was evaporated and the 
crude material was extracted with ethyl acetate. The organic phase was dried (Sodium 
sulfate) and the solvent was evaporated. The crude product was purified by flash " 
5 column chromatography on silica gel eluting with 2-5 % acetone in DCM to yield the 
title product (633 mg, 1.77 mmol, 70 %): MS (Ionspray, [M+H]*) m/z 357. 

EXAMPLE 200A 

N-[4-(2-aminoethyI>l^-thiazol-2-yl]-3-chloro-2-methylbenzenesulfonamide 
10 EXAMPLE 191A (l.OOg, 2.43 mmol) was stirred in 25 % amoniumhydroxide (40 mL) 
for 1 h at 80 °C. About 10 mL of the solvent was evaporated and the solid was filtered 
off giving 0.69 g (85 %) of pure title compound: l HNMR (DMSO) 8 2.63 (m, 5H), 
2.99 (t, 2H), 6.21 (s, 1H), 7.24 (t, 1H), 7.49 (d, 1H), 7.85 (d, 1H); MS (Ionspray, 
[M+Hftm/zSSl. 

15 

EXAMPLE 200B 

3- Chloro-2-methyl-N-{4*[2-(methylamino)ethyll-l^-thiazol-2- 
' yl}benzenesulfonamide . 

EXAMPLE 191A (1.50g, 3.66 mmol) was stirred in 40 % aqueous memylamine (12 

20 mL) for 30 min at 80 °C. Most of the solvent was evaporated, water was added and the 

product was extracted with DCM (150 mL) giving 1.27 g (quant) of the title 

compound: l H NMR (DMSO) 8 2.57 (s, 3H), 2.63 (s, 3H), 2.68 (t, 2H), 3.09 (t, 2H), 

6.24 (s, 1H), 7.25 (t, 1H), 7.50 (d, 1H), 7.85 (d, 1H); MS (Ionspray, [M+H]*) m/z 345. 

25 EXAMPLE 201A 

4- Chloro-N-{4-[2-(diethyIamino)ethyl]-l,3-thiazol-2-y!}benzenesuIfonamide 
hydrochloride 

To an ice-cold solution of EXAMPLE 18QA (1.24 g, 3.90 mmol) in pyridine (15 mL) 
was added 4-nitrobenzenesulfonyl chloride (1.30 g, 5.85 mmo). The mixture was 
30 stirred for 2,5 h at 0 °C, and then poured into a mixture of ice (50 g) and cone. HC1 (40 
g). The resulting precipitate was filtered and die solid washed with water giving 1.57 g 
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(80 %) of the intermediate sulfonate 2<2-{[(4<Mor(>tAenyi)sulfonyl]amino}-l,3- 
thiazol-4-yl)ethyl 4-nitrobenzenesulfonate. A solution of this sulfonate (600 mg, 1. 19 
mmol) and diemylamine (218 mg, 2.98 mmol) in DMF (10 mL) was stirred for 3 h at 
50 °C. The solvent was evaporated and the residue was purified by flash column 
5 chromatography on silica gel eluting with (DCM : acetone : HCOOH ; 7:2: 1). The 
product was purified again by flash column chromatography on RP silica gel gradient 
eluting with (1 % cone. HC1 in CH 3 CN / H 2 0) giving a white solid (40 mg, 8 %): MS 
(Ionspray, [M+H]*) m/z 300; Anal Calcd. (found) for C15H20CIN3O2S2 • 1 HC1: C 43.9 
(43.8) %H5.1 (4.8)%N 10.2 (10.0)%. 

10 

EXAMPLE 202A 

3-C^loro-N-{4-[2-(diethylamino)etbyl]-l,3-tbiazoI-2-yl}-2- '. 
methylbenzenesulfonamide hydrochloride 

The title compound was prepared according to the synthesis described for EXAMPLE 
15 204A using mesylate EXAMPLE 191A (350 mg, 0.85 mmol), (fiemylamine (3 1 1 mg, 
4.26 mmol) and ethanol (5 mL) giving a white solid after purification (150 mg, 0.35 
mmol, 41 %): MS (Ionspray, [M+H]*) m/z 387; Anal. Calcd. (found) for 
C16H22CIN3O2S2 • 1 HQ • 0.3 H 2 0: C 44.6 (44.6) % H 5.5 (5.3) % N 9.8 (9.8) %. 

20 EXAMPLE 202B 

3-Chloro-N-{4-[2-(lH-imidazoH-yl)ethyll-l^-thiazol-2-yl}-2- 
methylbenzenesulfonamidedihydrate 

NaH (95 % dry, 32 mg, 1.28 minol) was added to a stirred solution of EXAMPLE 
191A (250 mg, 0.61 mmol) and imidazole (46 mg, 0.67 mmol) in THF (10 mL) at 

25 room temperature. The mixture was stirred for 2 h at 40 °C when additional imidazole 
(41 mg, 0.61 mmol) and NaH (95 % dry, 15 mg, 0.61 mmol) was added. The reaction 
was allowed to proceed for 1.5 h and was then neutralized by adding aqueous HQ (2 
M). The solvent was evaporated and the resulting crude material was dissolved in TFA 
and purified by reversed phase flash chromatography on LiChroprep RP-18. The 

30 product was gradient eluting with (CH 3 CN in H 2 0 / 0.4 % cone. HC1) to yield (80 mg, 
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0.21 mmol, 34 %): MS (Ionspray, [M+H]*) mlz 382. Anal. Calcd. (found) for 
CisEbCmASj • 2 H 2 0: C 43.0 (42.9) % H 4.6 (4.3) % N 13.4 (13.7) %. 

EXAMPLE 203 A 

3^hIor(H2-methyl-N-{4-[2-(4-methyl-l-piperazinyI)ethyI]-l^.thiazol-2- 
ytybenzenesulfonamide dihydrochloride 

The title compound was prepared according to the synthesis described for EXAMPLE 
204A, using mesylate EXAMPLE 191A (300 mg, 0.73 mmol), 1-memylpiperazine 
(183 mg, 1.82 mmol) and ethanol (5 mL) giving a white solid after purification (168 
mg, 0.34 mmol, 47 %): MS (Ionspray, [M+H] 4 ) m/z 414; AnaL Calcd. (found) for 
CnKbClN^ • 2 HQ • 1.5 H 2 0: C 39.6 (39.6) % H 5.5 (5.3) % N 10.9 (10.9) %. 

EXAMPLE.204A : 

3-ChIoro-2-methyl-N-{4-[2-(4-morphoIinyl)ethyll-l^-thia2oI-2- 
yl}benzenesulfonamide hydrochloride 

Morpholine (165 mg, 1.89 mmol) was added to a stirring solution of EXAMPLE 213A 
(300 mg, 0.76 mmol) in ethanol (5 mL). The mixture was refluxed for 1.5 h and the 
solvent was evaporated. The crude material was purified by reversed phase flash 
chromatography on LiChroprep RP-18. The product was gradient eluting with 
(acetonitrile in water / 0.1 % cone. HC1) giving a white solid (177 mg, 53 %): Mp 197- 
198 °C; MS (Ionspray, [M+H]*) m/z 401; AnaL Calcd. (found) for C^ONaC^ • 1 
HC1: C 43.8 (43.5) % H 4.8 (4.9) % N 9.6 (9.5) %. 

EXAMPLE 204B 

3-Chloro-2-methyl-N-[4-(4-morpholinylmethyl>l^-thiazol-2- 
yljbenzenesulfonamide hydrochloride 

A mixture of INTERMEDIATE 19 (0.50 g, 2.70 mmol) and morpholine (1.65 g, 18.92 
mmol) was stirred at room temperature over night The solvent was evaporated and the 
solid residue was purified by reversed phase flash chromatography on LiChroprep RP- 
18. The product was elutirig with (1 % CH 3 CN in H 2 0 / 0.5 % cone. HC1) giving 
approximate a 1:1 mixture of 4<4-morpholmylmemyl>l,3-1hiazol-2-anun 



WO 01/90090 



131 



PCT/SEOl/01155 



dihydrochloride and morpholine (1.33 g). This material was sulphonylated with 3- 
cWOTo-2-memylbenzenesulphonyi chloride according to the preparation as described 
for EXAMPLE 205 A giving 17 mg (6 %) of a solid: *H NMR (DMSO) 5 2.65 (s, 3H), 
3.08 (br m, 4H), 3.78 (br m, 4H), 4. 13 (br s, 2H), 7.07 (s, 1H), 7.40 (t, 1H), 7.68 (d, 
5 lH),7.91(d,lH);MS(Ionspray,[M+H] + )ni/z387. 

EXAMPLE 205 A 

2,4,6-Trichloro-N-{4-[2-(4-morphoIinyl)ethyI]-l,3-thiazol-2- 
yl}benzenesuIfonamide hydrochloride 

10 To a mixture of INTERMEDIATE 17 (50 mg, 0.23 mmol) and sodium bicarbonate (39 
mg, 0.47 mmol) in acetone (5 mL) was added 2,4,6-trichlorobenzenesulphonyl 
chloride (79 mg, 0.28 mmol) at room temperature. The reaction mixture was refiuxed 
for 45 minutes and the solvent was evaporated The crude material was purified by 
reversed phase flash chromatography on LiChroprep RP-18. The product was gradient 

15 eluting with (acetonitrile in H 2 0 / 0.4 % cone. HC1) giving a white solid (59 mg, 0. 12 
mmol, 52 %): MS (Ionspray, [M+Hft m/z 372; Anal. Calcd (found) for 
Ci5H 16 Cl3N 3 03S 2 • 1 HC1 • 0.7 H 2 0: C 35.6 (35.7) % H 3.7 (3.5) % N 8.3 (7.6) %. 

EXAMPLE 206 A 

20 ^Dicbioro-N-f^p^morphoUnyOethyn-l^-thiazol^y^benzenesulfonamide 
hydrochloride 

The title compound was prepared according to the synthesis described for EXAMPLE 
205A, using INTERMEDIATE 17 (100 mg, 0.47 mmol), sodium bicarbonate (79 mg, 
0.94 mmol), 2,4-dichlorobenzenesulphonyl chloride (150 mg, 0.61 mmol) and acetone 
25 (10 mL) giving a white solid (88 mg, 0. 19 mmol, 41 %) after purification: MS 

(Ionspray, [M+H] 4 ) m/z 421; Anal. Calcd. (found) for C 15 H 17 C1 2 N303S2 • 1 HC1 ■ 1.1 
H 2 0: C 37.6 (37.7) % H 4.3 (4.5) %N 8.8 (8.7) %. 

EXAMPLE 206B 

30 2ADichloro-6-methyl-N-{4-[2-(4-morphoUnyl)ethyl]-l^-tbiazol-2- . 
yI}benzenesulfonamide hydrochloride 
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The title compound was prepared according to the synthesis described for EXAMPLE 
205A, using INTERMEDIATE 17 (100 mg, 0.47 mmol), sodium bicarbonate (79 mg, 
0.94 mmol), 2,4,-dichloro-6-memylbenzenesulphonyl chloride (158 mg, 0.61 mmol) 
and acetone (10 mL) giving a solid (60 mg, 0. 13 mmol, 27%) after purification: MS 
5 (Ionspray, [M+H]*) m/z 435. Anal. Calcd. (found) for CeHjsClaNaCfeSj • 1 HQ: C 
40.6 (40.4) % H 4.3.(4.3) % N 8.9 (8.6) %. 

. EXAMPLE 206C 

N-{4-[^(4-MorphoUnyl)ethyl]-l^.tWa2ol-2-yl}-^propylbenzenesulfonamide 
10 hydrochloride 

The title compound was prepared according to the synthesis described for EXAMPLE 
205A, using INTERMEDIATE 17 (100 mg, 0.47 mmol), sodium bicarbonate (79 mg, 
0.94 mmol), 4-n-propyIbenzenesulphonyl chloride (133 mg, 0.61 mmol) and acetone 
(10 mL) giving a solid (17 mg, 0.04 mmol, 8 %): MS (Ionspray, [M+H] 4 ) m/z 495. 



15 



20 



EXAMPLE 207A 

3-Chloro-N-{4-[2-(ethylamino)ethyl]-l^.thia2ol-2-yl}-2- 
methylbenzenesulfonamide 

A mixture of ethylamine (3.2 mL 2M in THF) and EXAMPLE 191A (0.100 g, 0.244 
mmol) in THF (2 mL) was heated for 48 h in a sealed glass tube at 60 °C. The solvent 
was removed and the crude material was purified by silica gel chromatography eluting 
with 10% methanol in DCM The product was isolated as a white solid (0.044 g, 50% 
yield): 'H NMR (CD3OD) 5 7.75 (dd, 1 H), 7.52 (dd, 1 H), 7.23 (dt, 1 H), 6.37 (s, 1 
H), 3.20 (t, 2 H), 3.04 (q, 2 H), 2.81 (t, 2 H), 2.71 (4 3 H), 1.29 (t, 3 H); LCMS (pos) 
25 m/z 360.0 

EXAMPLE 208A 

3-Chlor()-N-(4-{2-[(2-hydroxyethyl)amino]ethyl}-l>thiazol-2-yl)-2- 
methylbenzenesuifonamide 
30 EXAMPLE 191 A (0. 100 g, 0.244 mmol) was heated together with 2-aminoethanol 
(0. 150 g, 2.44 mmol) in THF (1.5 mL) at 60 °C for 5h. The solvent was removed and 
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die crude yellow oil was dissolved in methanol and eluted through a Hydromatrix 
- Chemelute CE1003 charged with saturated aqueous sodium hydrogen carbonate (1 
mL) using DCM / methanol (25 mL 1.5/1 v/v). The material was purified by silica gel 
chromatography eluting with 10% methanol in DCM. The title compound was isolated 
5 as a pale yellow oil (36 mg, 39% yield): l U NMR (CD3OD) 6 7.95 (d, 1 H), 7.5 (d, 1 
H), 7.25 (t, 1 H), 6.35 (s, 1 H), 3.80 (dd, 2 H), 3.21 (t, 2 H), 3.08 (m, 2 H), 2.82 (t, 2 
H), 2.72 (s, 3 H). LCMS (pos) m/z 375.9 

EXAMPLE 208B 

10 3<:hloro-N-<4-{3-[(2-hydroxyethyl)amino]propyl}-l^-thiazol-2-yl>-2- 
methylbenzenesulfonamide hydrochloride hydrate 

2-Ethanolamine (1.43 g, 23.37 mmql) was added to EXAMPLE 191B (993 mg, 2.34 
mmol) and the mixture was stirred at 60 °C for 2 h. A solid was formed. Water was 
added at room temperature and the mixture was centrifuged. The solvent was poured 
15 off, filtered and evaporated. The filtrate residue was flash chromatographed on RP 
silica gel eluting with 20 % acetonitrile in H 2 0 / 1 % cone. HC1 giving 184 mg (18 %) 
of the tide product: MS (Ionspray, [M+H]*) m/z 389. Anal. Calcd. (found) for 
C^HzoClNaOsSa • 1 HC1 • 1.8 H 2 0: C 39.3 (39.3) % H 5.4 (5.5) %N 9.2 (9.3) %. 

20 EXAMPLE 209A 

N42K2-{[(3^h!oro-2-methyIphenyl)sul^ 
ethylacetamide 

EXAMPLE 207A (40 mg, 0. 1 1 mmol) was dissolved in pyridine (0.3 mL). Acetyl 
chloride (12 mg, 0. 13 mmol) was added and the reaction was stirred at ambient 
25 temperature for 1 h. DCM (25 mL) was added and the organic phase was extracted 
with aqueous HC1 (25 mL, 2 M), and dried over sodium sulfate. Removal of die 
solvents in vacuo gave the tide product as a white solid (46 mg, 100% yield): LCMS 
(pos) m/z 402.2. 
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EXAMPLE 210A 
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3-Chloro-2-methyl-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l r J-thiazol-2- 
yl}benzenesuIfonamide 

The title compound was prepared according to METHOD A from INTERMEDIATE 6 
(27 mg, 0.118 mmol) and 3-cUoro-2-memylbenzenesulfonyl chloride (45 mg, 0.20 
5 mmol). The crude reaction mixture was dissolved in DCM (25 mL) and washed with 
aqueous HC1 (2 M, 2 x 25 mL). The organic phase was dried (sodium sulfate), filtered 
and the solvent was removed in vacuo to give 50 mg of crude material. Purification on 
RP gel chromatography (a gradient of acetonitrile in water, 25-50% with 0. 1% TFA) 
gave a pale yellow solid (29 mg, 46 %): LCMS (pos) m/z 416.1. 

10 

EXAMPLE 210B 

3-Chloro-N-{4-[2-(2-hydroxy-3-oxo-4-morpholinyl)ethyl]-l,3-thiazoI-2-yI>-2- 
methylbenzenesulfonamide 

To a slurry of EXAMPLE 208A (0.759 g, 2.02 mmol) in ethyl acetate (6 mL) and 
15 saturated sodium carbonate (6 mL) at 0 °C, 2,2-dichloroacetic acid chloride was added 
neat in portions (15 x 40 pi 3 eq.). The mixture was stiired for 1.5 h at room 
temperature. The reaction mixture was men extracted with ethyl acetate (3 x 40 mL), 
washed with brine (40 mL), and dried over magnesium sulfate. The solvent was 
evaporated and 1.10 g of crude N-acetylated product was isolated as yellow oil (70% 
20 pure by HPLC). The crude 2,2-Dichloro-N-[2-(2-{[(3-chloro-2- 
me%lphenyl)sulfonyl]ammo}-l,3-miazol-4-yl)e%l]-N<2-hy 
(1.00 g, 2.05 mmol) was dissolved in THF (27 mL) and water (27 mL). The solution 
was cooled to 0 °C and the pH was adjusted to 14-15 with aqueous KOH (50%). After 
20 h, the reaction mixture was neutralized with aqueous HC1 (1 M, 12 mL). The 
25 reaction mixture was extracted with ethyl acetate (3 x 25 mL), and the combined 

organic phases was dried over magnesium sulfate. Removal of solvent and purification 
by silica gel chromatography (gradient of 2 - 4% methanol in DCM) gave the title 
compound as a white solid (20 mg): HRMS calcd (found) for CjsH^ClNaOsSz m/z 
431.0376(431.0380). 

30 

EXAMPLE 210C 
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2,4-Dichloro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-thiazoI-2- 
yl} benzenes ulfonamide 

INTERMEDIATE 6 (264 mg, 1 .0 mmol) and DMAP (122 mg, 1 .0 mmol) was mixed 
with DCM (2.5 mL) and Et 3 N (0.28 mL, 2.0 mmol). 2,4-Dichlorobenzenesulfonyl 

5 chloride (270 mg, 1. 1 mmol) was added. The resulting solution was left overnight at 
room temperature. An additional 98 mg (0.4 mmol) of the sulfonyl chloride was added 
and the solution was again left overnight. The solvent was evaporated and aqueous 
sodium carbonate (1 M, 20 mL) was added and the solution was extracted with diethyl 
ether (20 + 10 mL). The aqueous phase was neutralized with HC1 and the precipitate 

10 was filtered off. The product was purified by flash-chromatography on silica gel using 
5% methanol / DCM as eluent Yield 265 mg, 61%: l H NMR (DMSO) 5 8.01 (d, 1H),; 
7.8 (d, 1H), 7.59 (dd, 1H), 6.57 (s, 1H), 3.95 (s, 2H), 3.76 ft 2H), 3.53 (t, 2H), 3.26 (t, 
2H), 2.68 (t, 2H); MS-ES (neg) m/z 434.3. 

15 EXAMPLE 210D . 

2,4-DichIoro-6-methyl-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l r 3-thiazol-2- 
yl}benzenesulfonamide 

The title compound was prepared according to method described for EXAMPLE 
210C. Yield 142 mg, 32 %: l R NMR (DMSO) 8 7.59 (d, 1H), 7.48 (d, 1H), 6.54 (s, 
20 1H), 3.95 (s, 2H), 3.76 (t, 2H), 3.52 (t, 2H), 3.25 (t, 2H), 2.67 (s, 3H), 2.67 (2H); MS- 
ES (neg) m/z 448.3. 

EXAMPLE 210E 

2,4,6-Trichloro-N-{4-[2-(3-oxo-4-morpholinyI)ethyl]-l^-thiazoI-2- 
25 yl}benzenesulfonamide 

The title compound was prepared according to method described for EXAMPLE 
2 10C. Yield 228 mg, 48 %: ! H NMR (DMSO) 8 7.80 (s, 2H), 6.60 (s, 1H), 3.96 (s, 
2H), 3.76 (t, 2H), 3:53 (t, 2H), 3.26 (t, 2H); MS-ES (neg) m/z 470.3. 
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EXAMPLE 210F 
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4^-Dichloro-N-{4-[2-(3-oxo-4-morphoUnyl)ethyll-l^-thiazol-2-yl}-2- 
thiophenesulfonamide 

The title compound was prepared according to method described for EXAMPLE 
210C. Yield 136 mg, 77 %: l H NMR (DMSO) 8 7.61 (s, 1H), 6.67 (s, 1H), 3.94 (s, 
5 2H), 3.77 (t, 2H), 3.54 (t, 2H), 3.27 (t, 2H), 2.70 (t, 2H); MS-ES (pos) m/z 442. 

EXAMPLE 210G 

N-{4-[2-<3-Oxo-4-morpholinyl)ethyl]-l,3-thiazol-2-yl}-4- 
phenoxybenzenesulfonamide 

10 The title compound was prepared according to method described for EXAMPLE 
210C. Yield 142 mg, 77 %: ! H NMR (DMSO) 6 7.76 (d, 2H), 7.44 (t, 2H), 7.22 (t, 
1H), 7.0-7.15 (m, 4H), 6.51 (s, 1H), 3.95 (s, 2H), 3.76 (t, 2H), 3.51 (t, 2H), 3.25 (t, 
2HX 2.65 (t, 2H); MS-ES (pos) m/z 460. 

15 EXAMPLE 210H 

3-Fluoro-N-{4-[2-(3-oxo-4rmorpholinyl)ethyll-l^-tbiazoI-2- 
yl} benzenesulfonamide 

The title compound was prepared according to method described for EXAMPLE 
210C. Yield 128 mg, 83 %: 'H NMR (DMSO) 8 7.39-7.67 (m, 4H), 6.55 (s, 3.94 
20 (s, 2H), 3.75 (t, 2H), 3.52 (t, 2H), 3.25 (t, 2H), 2.66 (t, 2H); MS-EI m/z 385. 

EXAMPLE 2101 

N-{4-[2-(3-Oxo-4-morpholinyl)ethyll-l,3-thiazol-2-yl}-5-(2-pyridinyl)-2- 
thiophenesulfonamide 
25 The tMe compound was prepared according to method described for EXAMPLE 
210C. Yield 74 mg, 41 %: l H NMR (DMSO) 8 8.54 (d, 1H), 7.98 (d, 1H), 7.87 (m, 
1H), 7.76 (d, 1H), 7.54 (d, 1H), 7.35 (m, 1H), 6.61 (s, 1H), 3.95 (s, 2H), 3.75 (t, 2H), 
3.52 (t, 2H), 3.25 (t, 2H), 2.68 (t, 2H); MS-ES (pos) m/z 451. 

30 EXAMPLE 210J 
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N-{2-Chloro^[({4-[2^3-oxo^morpho!inyI)ethyl]-l,3-thiazoI-2- 
yl}amino)suIfonyI]phenyI}acetamide 

The tide compound was prepared according to method described for EXAMPLE 
210C. Yield 62 mg, 34 %: l H NMR (DMSO) 5 12.85 (bs, 1H), 9.70 (s, 1H), 7.98 (d, 
5 1H), 7.77 (s, 1H), 7.70 (d, 1H),6.54 (s, 1H), 3.95 (s, 2H), 3.75 (t, 2H), 3.51 (t, 2H), 
3.25 (t, 2H), 2.66 (t, 2H), 2. 12 (s,3H); MS-ES (pos) m/z 459. 

EXAMPLE 210K 
3^hloro-2-methyl-N-{4-[^ 

10 yl}benzenesuIfonamide 

A mixture of INTERMEDIATE 21 (100 mg, 0.49 mmol), 3-chloro-2- 
methylbenzenesulphonyl chloride (337 mg, 1.50 mmol) and sodium bicarbonate (126 
mg, 1.50 mmol) was heated neat until it melted and the heating was continued for 10 
min. At room temperature the solid was extracted with ethyl acetate. The organic 

15 phase was dried (sodium sulfate), filtered and the solvent was evaporated. The residue 
was purified by flash chromatography on silica gel eluting with 30 % acetone in DCM 
giving (84 mg, 43 %) solid material: MS (Ionspray, [M+H]*) m/z 401; Anal. Calcd. 
(found) for C^gONsC^: C 44.8 (44.8) % H 4.0 (4.3) % N 10.4 (9.9) %. 

20 EXAMPLE210L 

3-ChIoro-2-methyl-N-{4-[3-^ 
yl}benzenesulfonamide 

To a solution of EXAMPLE 208B (187 mg, 0.44 mmol) in H 2 0 (2 mL) / THF (1 mL) 
was chloroacetyl chloride (1 10 mg, 0.97 mmol) in THF (3 mL) droppwise added under 

25 a period of 40 min. The temperature was kept at 8 °C and 2 M KOH was added 

continuously to adjust the pH to around 6-8. Aqueous potassium hydroxide (6 M, 0.38 
mL, 1.41 mmol) was added and the mixture was stirred at room temperature for 20 
min. The pH was adjusted to 8 and the mixture was extracted with ethyl acetate. The 
organic phase was separated and the solvent was evaporated. The residue was flash 

30 chromatographed on silica gel eluting with 30 % acetone in DCM, yielding 98 mg (52 
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%) of the title compound: MS (Ionspray, [M+H] 4 ) m/z 429. Anal. Calcd. (found) for 
C, 7 H 20 ClN3O4S2: C 47.5 (47.4) % H 4.7 (4.9) % N 9.8 (9.5) %. 

EXAMPLE 210M 

5 3^1oro-N^dimethyl-N-{4-[2^3-oxo^morphoIinyl)ethyl]-l^-thiazol-2- 
yljbenzenesulfonamide 

Iodomethane (34 mg, 0.24 mmol) was added to a solution of EXAMPLE 210A (100 
mg, 0.24 mmol) and N-emyldiisopropylamine (3 1 mg, 0.24 mmol) in DMF (3 mL). 
The mixture was stirred at room temperature for 2 h and was then extracted with ethyl 

10 acetate. The organic phase was dried over sodium sulphate, filtered and the solvent 
was evaporated giving a solid The solid was boiled in ethanol and was men filtered 
off giving 38 mg (37 %) of me title compound: 'ft NMR (DMSO) 8 2.65 (s, 3H), 2.83 
(t, 2H), 3.34 (t, 3H), 3.50 (s, 3H), 3.54 (t, 2H), 3.78 (t, 2H), 3.93 (s, 2H), 6.63 (s, 1HX 
7.37 (t, 1H), 7.66 (d, 1H), 7.90 (d, 1H); MS (Ionspray, [M+Hf) m/z 429. 

15 ' 
EXAMPLE 210N 

3-Chloro-2-methyl-N-{4-I2-(2-methyl-3-oxo-4-morpholinyl)ethyl]-l^-thiazol-2- 
yl}benzenesulfonamide 

EXAMPLE 208 (0.250 g, 0.665 mmol) was stirred in THF (3 mL) and water (2 mL) at 
20 5 °C. 2-Chloropropionic acid chloride was added neat (10 x 16 pL) while the pH was 
adjusted to approximatley 8 with aqueous potassium hydroxide (50%). Upon 
completion of the acylation (monitored by HPLC), the pH was adjusted to 14-15 with 
aqueous KOH to effect the ring closure. The reaction mixture was extracted with ethyl 
acetate (3 x 25 mL), and the combined organic phases was dried over magnesium 
25 sulfate. Removal of solvent and purification by silica gel chromatography (gradient of 
2 - 4% methanol in DCM) gave the product as a white solid (0.120 g, 41% yield): 
HRMS calcd (found) for Ci 7 H2oCIN3p4S2 m/z 429.0584 (429.0581). 

EXAMPLE 210O 

30 N-[2-(2-{l(3-Chloro-2-methylphenyl)sulfonyl]amino}-l^-thiazol-4- 
yl)ethyl]acetamide 
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The synthesis was performed using METHOD A, starting from EXAMPLE 200A (100 
mg, 0.30 mmol), acetic acid anhydride (37 mg, 0.36 mmol) and pyridine (3 mL) giving 
85 mg (76 %) of the title compound after purification: MS (Ionspray, [M+H] 4 ) m/z 

• 373; Anal Calcd. (found) for ChHuCINsC^: C 45.0 (44.3) % H 4.3 (4.4) %N 11.2 

5 (11.0)%. 

EXAMPLE 210Q 

3-Chloro«2-methyl-N-{4-[2-(3-oxo-l,4-oxazepan-^yI)ethylI-l r }-thiazol-2- 
yl}benzenesulfonamide 

10 INTERMEDIATE 22 (0. 133 g, 0.389 mmol) was dissolved in DCM:TFA (1: 1; 9 mL) 
and stirred for 25 min. The solvent was evaporated and the oil (0.250 g) was dissolved 
in DCM (25 mL) and washed with aqueous NaOH (2 M, 2 mL). The organic phase 
was dried over magnesium sulphate and concentration in vacuo gave an oil that was 
taken up in DCM (3 mL). DMAP (45 mg, 0.35 mmol, 1.6 eq) and 3-chloro-2- 

15 methylbenzenesulfonyl chloride (0.094 g, 0.44mmol, 2 eq.) were added. The reaction 
mixture was stirred overnight. The solvent was removed in vacuo and the residue was 
purified on silica gel by chromatography (gradient of 1 % to 2 % methanol in DCM) 
affording the title compound as a white solid (27 mg, 28 % yield): HRMS calcd 
(found) for Cn^oClNaC^ m/z 429.0662 (429,0568). 

20 

EXAMPLE 210R 

3^Uoro-2-methyl-N-{4-[2-^ 

yl}benzenesulfonamide 

A mixture of EXAMPLE 200A (200 mg, 0.60 mmol), ethyl 4-bromobutyrate (1 18 mg, 
25 0.60 mmol), DDEA (156 mg, 1.20) and potassium iodide (10 mg, 0.06 mmol) in 
ethanol (5 mL) / DMSO (2 mL) was refluxed overnight, allowed to cool to room 
temperature, and extracted with ethyl acetate. The organic phase was separated, dried 
over sodium sulphate, filtered and the solvent was evaporated The residue was 
purified by flash chromatography on silica gel eluting with 20 % acetone in DCM 
30 giving 18 mg (7 %) of solid material: ! H NMR (CDC1 3 ) 5 2.00 (qn, 2H), 2.38 (t, 2H), 
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2.65 (s, 3H), 2.88 (t, 2H), 3.40 (t, 2H), 3.58 (t, 2H), 6.24 (s, 1H), 7.22 (t, 1H), 7.52 (dd, 
1H), 8.01 (dd, 1H); MS (Ionspray, [M+H]*) m/z 399. 

EXAMPLE 2 10S 

5 3-CUoro-2-methyl-N-{4-[2<2-oxo-l-imidazolidinyl)ethyl]-l^-thiazoI-2- 
yl} benzenes ulfonamide 

EXAMPLE 191 A (6.5 g, 15.8 mmol) in THF (6 mL) was added dropwise to 1,2- 
ethanediamine (25 mL) at 5 °C. The mixture was stirred at ambient temperature for 1 h 
and was then concentrated in vacuo. The residue was dissolved in MeOH (10 mL) and 

10 added dropwise to water (400 mL) at 0 °C. The pale orange yellow precipitate was 
filtered off and dried (5.0 g, 84% yield) and used in the next step without further 
purification. The crude intermediate (0.381 g, 1.01 mmol) was stirred in THF (8 mL) 
at 0 °C and bis(trichloromethyl) carbonate (0.340 g, 1.1 mmol) in THF (2 mL) was 
added. The mixture Was cooled to -10 °C and triethylamine (0.268 g, 2.5 mmol) in 

15 THF (3 mL) at -10 °C was added slowly. The mixture was stirred at 0 °C for 1.5h, and 
then allowed to warm to room temperature. Stirring continued for 40 min. Water (5 
mL) was added and the resulting mixture was extracted with ethyl acetate (3 x 20 mL). 
The combined organic phases were dried (magnesium sulfate) and removed in vacuo 
giving a residue that was purified by reverse phase HPLC. This procedure gave 9 mg 

20 of Ihe title compound as a white solid: HRMS calcd (found) for Q5H17CIN4O2S2 m/z 
400.0431(400.0414) 

EXAMPLE 210T 

S-Chlor^-methyl-N-l^-Il^Z-oxo-l^rOiazolidin-S-yOethyll-M-thiazol^- 
25 yljbenzenesulfonamide 

To a solution of EXAMPLE 208 A (0.490 g, 1 .45 mmol) in THF (6 mL) at 0 °C N,N'- 
carbonyl diimidazole (0.194 g, 1.2 mmol) was added The reaction nuxture was cooled 
to -10 °C and triethylamine (0.400 g, 4 mmol) in THF (3 mL) at -10 °C was added 
slowly. Ethyl acetate (50 mL) was added and Hie resulting solution was washed with 
30 0.25 M HCL (2 x 15 mL), brine (30 mL) and dried over magnesium sulfate. After 

removal of the solvent the crude material was purified by reversed phase HPLC to give 
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the product as white solid (0.080 g, 14% yield): HRMS calcd (found) for 
C^HjfiClNaO^m/z 401.0271 (40 L0260). 

EXAMPLE 210U 

5 N-[2K2-{l(3-Chloro-2-methylphenyl)sulfonyllamino}-l^thiazol-4-yl)ethyI]-N-(2- 
hydroxyethyl)-2-furaniide 

A mixture of EXAMPLE 208A (13 1 mg, 0.3 mmol), aqueous sodium carbonate (10%, 
2 mL) in THF (5 mL) was treated with furoyl chloride (1 17 mg, 0.9 mmol) in THF (1 
mL) at 0 °C. The reaction mixture was allowed to warm to room temperature and 

10 stirred over night Ethyl acetate (20 mL) was added and the mixture was washed with 
water, dried (sodium sulfate) and evaporated to give an oily residue. Purification by 
flash column chromatography on silica gel eluting with ethyl acetate / methanol 
mixtures gave 51 mg (36 %) of the title compound: ! H NMR (DMSO) 8 2.66 (s, 3H), 
2.78 (t, 2H), 3.52-3.61 (m, 4H), 3.74 (t, 2H), 6.45 (s, 1H), 6.52 (dd, 1H), 6.90 (d, 1H), 

15 7.36 (t, 1H), 7.63 (dd, 1H), 7.69 (br s, 1H), 7.91 (dd, 1H), 12.62 (br s, NH). 

EXAMPLE 210UA 

N-[2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-M-thiazol-4-yI)ethyl]-N- 
methylcyclopropanecarboxamide 

20 The synthesis was performed using synthetic METHOD A at room temperature, with 
EXAMPLE 200B (200 mg, 0.58 mmol), cyclopropanecarbonyl chloride (63 mg, 0.61 
mmol) and pyridine (2 mL) giving 125 mg (52%) of the title compound of 
purification: MS (Ionspray, [M+H]*) m/z 414; Anal. Calcd. (found) for 
CaHMClNaOaSa • 0.5 H 2 0: C 48.4 (48.5) % H 5.0 (5.2) % N 9.9 (9.6) %. 

25 

EXAMPLE 210V 

3-Chloro-2-methyl-N-{4-[2-(4-methyl-2-oxo-l-piperazinyl)ethyl]-l^-thiazol-2- 
yl}benzenesuIfonamide hydrochloride 

A mixture of EXAMPLE 191A (600 mg, 1.46 mmol), N-BOC-emylenediamine (469 
30 mg, 2.93 mmol) and DIEA (189 mg, 1 .46 mmol) was refluxed in ethanol (10 mL) for 3 
h. The solvent was evaporated and the residue was flash chromatographed on SiC"2 
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eluting with 10 % methanol in DCM affording 265 mg (38 %) intermediate tert-butyl 

2- {[2^2-{[(3^Moro-2-me%lphenyl)sulfonyl]amino}^ 

yl)ethyl]amino}ethylcarbamate. This material (255 mg, 0.54 mmol) was dissolved in 
DCM (4 mL), followed by the addition of DMAP (163 mg, 1.21 mmol). Chloroacetyl 

5 chloride (134 mg, 1.18 mmol) dissolved in DCM (2 mL) was added, and the mixture 
was stirred for 1 h at room temperature followed by a wash with aqueous HC1 (2 M). 
The remaining organic phase was dried over sodium sulphate, filtered and evaporated 
in vacuo. The residue was taken up in ethyl acetate (25 mL), and at 0 °C HC1 gas was 
bubbled trough under a period of 3 minutes. The mixture was stirred for 10 minutes 

10 and the solvent was evaporated giving 284 mg of N-(2-aminoethyl)-2-chloro-N-[2-(2- 
{[(3^Moro-2-me%lphenyl)sufo^ 

hydrochloride. This material (280 mg,. 0.57 mmol) and sodium bicarbonate (169 mg, 
2.01 mmol) were refluxed in ethanol (30 mL) for 2 h. The solvent was evaporated and 
the residue was flash chromatographed on RP silica gel gradient eluting with 
15 (acetonitrile in H 2 0 / 1 % cone. HC1) giving 1 13 mg (47 %) of 3-chloro-2-methyl-N- 
{4-[2^2K)xo-l-piperazmyl^ 

To a solution of this material (1 13 mg, 0.27 mmol), 37 % aqueous formaldehyde (38 
. uL, 1.36 mmol), 5M HC1 / methanol (22 uL, 0. 1 1 mmol) in methanol (10 mL) was 
added sodium cyanaborohydride (24 mg, 0.38 mmol). The mixture was starred at room 
20 temperature for 1 h. The solvent was evaporated and the residue was flash 

chromatographed on RP silica gel gradient eluting with (acetonitrile in H 2 0 / 1 % 
cone. HC1) giving 69 mg (59 %) of the title compound: MS (Ionspray, [M+H]*) m/z 
428. Anal Calcd. (found) for CnHaiClN^Sj • 1 HC1: C 43.9 (43.5) % H 5.2 (4.9) % 
N 12.0(11.9)%. 

25 . 

• EXAMPLE 2i0W 

3- Chloro-2-methyl-N-(4-{2-[(methyIsulfonyl)amino]ethyl}-l,3-thiazoI-2- 
yQbenzenesulfonamide 

The synthesis was performed using METHOD A, with EXAMPLE 200A (100 mg, 
30 0.30 mmol), methanesulphonyl chloride (42 mg, 0.36 mmol) and pyridine (3 mL) 
giving 85 mg (69 %) of the tide compound after purification: MS (Ionspray, [M+Hf) 
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m/z 409; Anal. Calcd. (found) for C 13 H 16 C1N304S3: C 38.1 (38.5) % H 3.9 (4.1) % N 
10.2(9.9)%. 

EXAMPLE 210X 
5 3-Chloro-2-methyl-N^ 
yl)benzenesulfonamide 

The synthesis was performed according to METHOD A at room temperature, with 
EXAMPLE 200B (81 mg, 0.23 mmol), methanesulphonyl chloride (60 mg, 0.52 
mmol) and pyridine (2 mL) giving 3 1 mg (28 %) of the tide compound: *H NMR 
10 (CDC1 3 ) 5 2.63 (s, 3H), 2.77 (s, 3H), 2.87 (s, 3H), 3.02 t, 2H), 3.44 (t, 2H), 6.34 (s, 
1H), 7.24 (t, 1H), 7.55 (dd, 1H), 8.00 (dd, 1H); MS (Ionspray, [M+H]*) m/z 423. 

EXAMPLE 210Y 
3-Ch!oro~2-methyl-N44^2-{^ 
15 yl]benzenesulfon amide 

Trifluoromethanesulphonic anhydride (128 mg, 0.45 mmol) dissolved in DCM (1 mL) 
was added to a solution of EXAMPLE 200A (150 mg, 0.45 mmol) in DCM (15 mL) 
and TEA (46 mg, 0.45 mmol) at room temperature. The mixture was stirred for 1 h 
and the solvent was evaporated. The crude material was purified by flash 
20 chromatography on silica gel eluting with 10 % acetone in DCM giving 100 mg (48 
%) of a solid material: MS (Ionspray, [M+H]*) m/z 463, Anal. Calcd. (found) for 
CiaHnClFa^Sa: C 33.7 (34.0) % H 2.8 (2.9) % N 9. 1 (9.0) %. 

EXAMPLE 210Z . 
25 3-Chloro-2-methyl-N-l4-(2-{m^ 
thiazol-2-yl]benzenesu!fonamide 

Trifluoromethanesulphonic anhydride (123 mg, 0.43 mmol) dissolved in DCM (1 mL) 
was added to a solution of EXAMPLE 200B (150 mg, 0.43 mmol) in DCM (25 mL) 
and TEA (44 mg, 0.43 mmol) at room temperature. The mixture was stirred overnight 
30 and the solvent was evaporated The crude material was purified by flash 

chromatography on silica gel eluting with 10 % acetone in DCM giving 1 10 mg (53 
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%) of solid material: MS (Ionspray, [M+Hf) m/z 477. AnaL Calcd (found) for 
CMHuClFjNaC^Sa: C 35.2 (35.3) % H 3.2 (3.1) %N 8.8 (8.5) %. 

EXAMPLE 210ZA 

5 N^2<2-{l(3-Chloro-2-methylphenyl)sulfonyl]aiiiino}-l J 3-thiazol-4-yI)ethyl]-l- 
methyl-lH-imidazole-4-sulfonamide 

A suspension of EXAMPLE 200A (200 mg, 0.60 mmol), l-melhylimidazole-4- 
sulphonyl chloride (109 mg, 0.60 mmol), TEA (61 mg, 0.60 mmol) in DCM (10 mL) 
was refluxed for 1 h. The reaction mixture was allowed to cool to room temperature 
10 and the solid was filtered off giving 161 mg (58 %) of pure tide compound: MS 

(Ionspray, [M+H]*) m/z 476; Anal. Calcd. (found) for QfiHigClNsC^: C 40.4 (40.2) 
% H 3.8 (3.8) % N 14.7 (14.6) %. 

EXAMPLE 210ZB 

15 3^Woro-N^4-{2-[[(3-chloro-2-methylphenyl)sidfonyIl(methyl)aminolethyl}-l^- 
thiazol-2-yl)-2-methylbenzenesulfonamide 

The synthesis was performed using METHOD A at room temperature, with 
EXAMPLE 200B (150 mg, 0.43 mmol), 3-chloro-2-me%lbenzenesulphonyl chloride 
(117 mg, 0.52 mmol) and pyridine (2 mL) giving 91 mg (39 %) of the tide compound 
20 after purification: MS (Ionspray, [M+H]*) m/z 533 ; Anal. Calcd (found) for 
C20H21CI2N3O4S3: C 45.0 (45.4) % H 4.0 (4. 1) % N 7.9 (7.7) %. 

EXAMPLE 213A 

N-[4-(2-bromoethyl)-l,3-thiazol-2-yI]-3-chloro-2-methylbenzenesulfonamide 

25 An ice-cold mixture of EXAMPLE 18 1 A (2.03 g, 6. 10 mmol), triphenylphosphine 
(4.80 g, 18.31 mmol) and caAontetrabromide (6.07 g, 18.31 mmol) in DMF (30 mL) 
was stirred for 1.5 h, and was then poured into water. The mixture was extracted with 
DCM, dried (sodium sulfate) and me solvent was evaporated. The crude material was 
twice purified by flash chromatography on silica gel gradient eluting with 0-4 % 

30 acetone in DCM giving N-[4-(2-bromoemyl)-l,3-thiazol-2-yl]-3-chloro-2- 

memylbenzenesulfonamide as a solid (990 mg, 41 %). MS (Ionspray, [M+H]*) m/z 
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394; Anal. Calcd. (found) for C 12 H 12 BrClN20 2 S 2 : C 36.4 (36.6) % H 3. 1 (3.3) % N 7. 1 
(7.2)%. 

EXAMPLE 214A 
5 3-Chloro-N-[4-(2-chloroet^ 

A mixture of EXAMPLE 181A (100 mg, 0.30 mmol), triphenylphosphine (158 mg, 
0.60 mmol) and carbontetrachloride (116 mg, 0.75 mmol) in DMF (2 mL) was stirred 
over night, and was then poured into water. The mixture was extracted with EtO Ac, 
dried (Sodium sulfate) and the solvent was evaporated. The crude material was 
10 purified by flash chromatography on silica gel gradient eluting with 2-4 % acetone in 
DCM giving a solid (25 mg, 24 %). ! H NMR (CDC1 3 ) 5 164 (s, 3H), 3. 17 (t, 2H), 3.77 
(t, 2H), 6.30 (s, IH), 7.24 (m, 2H), 7.56 (d, 1H), 8.02 (d, 1H); MS (Ionspray, [M+H] + ) 
m/z 350. 

15 EXAMPLE 223A 

3-ChIoro-2MnethyI-N-{4^(^^ 
yl} benzenesulfonamide 

EXAMPLE 87A (367 mg, 1.06 mmol) was coupled with N-acetyl hydrazine (94 mg, 
1.24 mmol) using METHOD F. After purification, 330 mg (94%) of the intermediate 

20 hydrazide was obtained (mp 1 12 °C). This hydrazide (49 mg, 0. 12 mmol) was 
suspended in acetonitrile (dry, 1 mL) in a Heck vial and treated with phosphorus 
oxychloride (100 |iL, 0.593 mmol). The vial was sealed and heated at 80 °C on an oil 
bath for 2 k Water (3 mL) was added and extractive work up with ethyl acetate, 
diying (sodium sulfate), filtration and evaporation of the volatiles at the rotavapor 

25 gave a pale brown oil that was crystallized fronl methanol. Pale brown crystals were 
obtained (17 mg, 36%): MS (Ionspray, [M+H]*) m/z 385. 

. EXAMPLE 23 IB 

Ethyl 3-(2-{[(3-chloro-2-methylphenyl)suIfonyl]amino}-l^-thiazol-4- 
30 yl)propaaoate 
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Thiourea (4.86 g, 64 mmol) was dissolved in ethanol (60mL) at 60 °C. Methyl 
levulinate (4. 16 g, 32 mmol) and iodine (8,11 g, 32 mmol) were added and the 
temperature was elevated to reflux. The mixture was stirred for 6 h and the solvent was 
evaporated. Ethyl acetate, water and sodium bicarbonate solution was added and 

5 mixture was extracted. The organic phase was dried (sodium sulphate), filtered and the 
solvent was evaporated giving 6 g crude product The crude was flash cromatographed 
on Si02 eluting with 5 % methanol in DCM giving ethyl 3 -(2-amino- 1 ,3-thiazol-4- 
yl)propanoate (1.33 g, 7.14 mmol, 11 %). This material (1.23 g, 6.14 mmol) was. 
sulphonylated with 3-chloro-2-meAylbenzenesulphonyl chloride (1.79 g, 7.98 mmol) 

10 in pyridine (5 mL) according to METHOD A giving 1.91 g (80 %) of the title product: 
MS (Ionspray, [M+H] 4 ) m/z 388. Anal. Calcd. (found) for C15H17CIN2O4S2 : C 46.3 
(46.3) % H 4.4 (4.5) % N 7.2 (7.0) %. 

Various embodiments of the present invention have been described above but a person 
15 skilled in the art realizes further minor alterations which would fall into the scope of 
the present invention. The breadth and scope of the present invention should not be 
limited by any of the above-described exemplary embodiments, but should be defined 
only in accordance with the following claims and their equivalents. 
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Claims 

1. A compound of the formula (E) 




wherein 

T is an aryl ring or heteroaryl ring or aiyl-Q-alkenyl ring, optionally independently 
substituted by [R] n , wherein n is an integer 0-5, and R is hydrogen, aryl, heteroaryl, a 

10 heterocyclic ring, optionally halogenated Ci-6-alkyl, optionally halogenated Ci-6- 
alkoxy, Ci^-alkylsulfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 
mono- or di-substituted, amide which is optionally mono- or di-substituted, aiyloxy, 
arylsulfonyl, arylamino, wherein aryl, heteroaryl and aiyloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independently of 

15 each other by Ci^-acyl, Ci^-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated Ci^-alkyl, optionally halogenated C^-alkoxy, amide which is optionally 
mono- or di-substituted, (benzoylamino)methyl, carboxy, 2-thienylmethylamino or 
({[4-(2-ethoxy-2^xoethyl> 1,^ 

20 with the proviso that when R 1 is H, X is CH 2 , Y is CO, R 2 is EtO and B is H, then T is 
not 2,4-dichloro-5-methylphenyl, 4-chlorophenyl, 4-chloro-2,5-dimethylphenyl, 2,4- 
difluorophenyl, 3-nitrophenyl and phenyl; 

R l is hydrogen or Ci-6-alkyl; 
25 . * 

XisCH 2 orCO; 
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Y is CH 2 , CO or a single bond; 

B is hydrogen, Ci^-alkyl or dimethylammomethyl; 

5 R 2 is selected from C^-alkyl, azido, arylfhio, heteroaiylthio, halogen, hydroxymethyl, 
2-hydroxyethylaminomethyl, methylsulfonyloxymethyl, 3-oxo-4- 
morpholinolinylmethylene, Ci^-alkoxycarbonyl, 5-melliyl-l,3,4-oxadiazol-2-yl; 
NR 3 R 4 , wherein R 3 and R 4 are each independently selected from hydrogen, Ci^-alkyl, 
optionally halogenated C^-alkylsulfonyl, Ci^-alkoxy, 2-methoxyethyl, 2- 

10 hydroxyethyl, l-melhylimidazolylsulfonyl, Q-6-acyl, cyclohexylmethyl, 

cyclopropanecaibonyl, aryl, optionally halogenated arylsulfonyl, fiiiylcarbonyl, 
tetrahydro-2-furanylme%l, N-carbethoxypiperidyl, or C^-alkyl substituted with one 
or more aryl or heteroaryl, or 

NR R represent together heterocyclic systems which can be imidazole, piperidine, 
15 pyrrolidine, piperazine, morpholine, oxazepine, oxazole, thiomorpholine, 1,1- 
dioxidothiomorpholine, 2-(3,4-dihydro-2(lH)isoqubolinyl), (lS,4S>2-oxa-5- 
azabicyclo[2.2. l]hept-5-yl, which heterocyclic systems can be optionally substituted 
by Ci-6-alkyl, Ci^-acyl, hydroxy, oxo, t-butoxycarbonyl; 

OCONR 3 R 4 , wherein R 3 and R 4 are each independently selected from hydrogen, CW 
20 alkyl or form together moipholinyl; 

R 5 0, wherein R ? is hydrogen, optionally halogenated C^-alkyl, aiyl, heteroaryl, CW 
acyl, Ci-6-alkylsulfonyl, aiylcarbonyl, heteroaiylcarbonyl, 2-carbomethoxyphenyl; 

or a salt, hydrate or solvate thereof. 

25 

2. A compound according to claim 1, 
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T is selected from 5-cMon>- 1,3 -dimethyl- lH-pyrazol-4-yl; 4-chloro-2,3,l- 
benzoxadiazolyl; 5-(dimethylamino)rl-naphthyl; l-methylimidazol-4-yl; 1-naphthyl; 

2- naphliiyl; (E)-2-phenylethenyl; 8-quinolinyl; 

thienyl substituted with one or more of (benzoylamino)methyl, bromo, chloro, 3- 
5 isoxazolyl, 2-(methylsulfanyl)-4-pyrimidinyl, l-methyl-5-(trifluorometiiyl)pyrazol-3- 
yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-benzodioxol-5-yl, 2-benzofuryl, ben2ylamino, 3,5- 
bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 

10 chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 

dichlorophenyl, ({[4-(2-ethoxy-2-oxoe%l>l,3-thiazol-2-yl]amino}c^ fluoro, 
5-fluoro-2-methoxyphenyl, 2-finyl, hydrogen, iodo, isopropyl, methanesulfonyl, 
methoxy, methyl, 4-methyl-l-piperazinyl, 4-methyl-l-piperidinyl, 4- 
metiiylsulfanylphenyl, 5-methyl-2-thienyl, 4-moipholinyl, nitro, 3-nitrophenyl, 

15 phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridylmelhylamino, l-pyrrolidinyl, 2-thienyl, 

3- thienyl, 2-thienylmethylamino, trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluoromethyl; or 

with the proviso that when R 1 is H, X is CH 2 , Y is CO, R 2 is EtO and B is H, then T is 
20 not 2,4-dichloro-5-methylphenyl, 4-chlorophenyl, 4-chloro-2,5-dimethylphenyl, 2,4- 
difluorophenyl, 3-nitrophenyl and phenyl; 

R 1 is hydrogen or methyl; 

25 XisCH 2 orCO; 

Y is CH 2 , CO or a single bond; 

B is hydrogen, methyl or dimethylaminomethyl; 

30 

R 2 is selected from 
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n-propyl, azido, bromo, chloro, 2-pyridinylsulfanyl, 3 -oxo-4-moipholinolinyl- 
methylene, ethoxycarbonyl, 5-methyM,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
hydroxyethylaminomethyl, methylsulfonyloxymethyl; 

NR 3 R 4 , wherein R 3 and R 4 are each independently selected from acetyl, benzhydiyl, 
l,3-benzodioxol-5-ylmethyl, benzyl, 3-cMoro-2-methylphenylsulfonyl, cyclohexyl, 
cyclohexylmethyl, cyclopropanecarbonyl, ethyl, 2-furylcarbonyl, 2-forylmethyl, 
hydrogen, 2-hydroxyethyl, 2-(lH-indol-3-yl)ethyl, isopropyl, methoxy, 2- 
methoxyethyl, methyl, 4-(l-methylimidazolyl)sulfonyl, methylsulfonyl, phenyl, (1S)- 
phenylethyl, n-propyl, tetrahydro-2-furanylmethyl, trifluoromethylsulfonyl, N- 
caibethoxypiperidyl; or 

NR 3 R 4 represent together 4-acetylpiperazinyl, 4-t-butoxycarbonylpiperazinyl, 2-(3,4- 
dihydro-2(lH)isoqiunolinyl), (2R,6S>2,6-dimethylmorpholinyl, (2R)-2,4-dimethyl-l- 
piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomorpholinyl, 4- 
methyl-2-oxopiperazinyl, 4-methylpiperazinyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoimidazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxazolinyl, piperazinyl; piperidinyl; pyrrohdinyl; pyrrolidonyl, thiomorpholinyl; 
1 , 1 -dioxido-tMomorpholinyl; 

OCONR 3 R 4 , wherein R 3 and R 4 are each independently selected from ethyl, hydrogen 
or form together moipholinyl; 

R 5 0, wherein R 5 is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-furylcarbonyl, 
hydrogen, isobulyryl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyL 

3. A compound of claim 1-2 selected from the group consisting of: 

Ethyl 2-(2-(((4-me%lphenyl)sulfonyl) 

Ethyl 2-(2-{[(2,5-<UcMoro-3-1hienyl)sulfonyl]ainm 

E%1 (2-{[(2-cMorophenyl)su^ 

E%l2-(2-{[(3-cMorc^2-me%lphenyl)sulfonyl]amino}-l,3-thi^ 
Ethyl 2-{2-[([l, l-biphenyl]^ylsulfonyl)amino]-l,3-thiazol^ 
E%12-(2-{[(3-bromophenyl)sulfon^ 
Ethyl (2-{[(4-nitrophenyl)su^ 
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Ethyl (2-{[(4-methoxyphenyl)sulfonyl]am^ 
Ethyl (2-{[(3-methylphenyl)su^ 

Ethyl (2-{ [(3-chlorophenyl)sulfonyl]amino }- 1 ,3-thiazol-4-yl)acetate, 

Ethyl (2-{[(4-fluorophenyl)suIfonyl]amino}-l,3-thiazol^ - 
5 Ethyl (2-{[(3-fluorophenyl)sutfon 

E%l(2-{[(4-isopropyIphenyl)sulfonyl]ammo}-l^ 

Ethyl [2<{[3-({[4<2^thoxy-2^ 

yl]amino}carbonyl)phenyl]sulfonyl}amino)-l,3-M 

Ethyl [2.({[4-({[4-(2-elhoxy-2-oxoethyl)-l,3.thiazol-2. 
10 yl]ammo}carbonyl)ph 

Ethyl (2-{[(2Htne%lphenyl)s^^ 

Ethyl [2<{[2<trifluorome%l)phenyl]sulfonyl}ainm 

Ethyl [2^{[3^trifluoromethy^ 

Ethyl [2^{[4-(trifluorom 
15 Ethyl 2<2-{[(4-bromopWyl)s^ 

Ethyl (2-{[(2-mtrophenyl)sulfonyl]aiiim 

Ethyl (2-{[(2,4^cMoro^-methylphe^ 

Ethyl (2-{[(2,4,6-tricWorophenyl)siilfonyl]ami^ 

Ethyl (2-{[(2,4-dicMorophenyl)sulfonyl]amino}-l,3-tW 
20 Ethyl (2-{[(5-fluoro-2-methylp^ 

Ethyl (2-{[(4-propylphenyl)sulfoayl]ainino} 

E%1 (2-{[(2-meAoxy^me%lphenyl)sulfonyl]amino} 

Ethyl (2-{[(3,5-dicMorophenyl)sulfonyl]amino}-l,3-tW 

Ethyl [2<{[4~(3-chloro-2^a^ 
25 yl]acetate, 

Ethyl (2-{[(3,4-dicUorophenypsulfonyl]amino}-l,3-thi 
Ethyl (2-{[(4-butoxyphenyl)s^ 
Ethyl (2-{[(4^Moro-2-me%lphenyl) 
Ethyl [2K{[4^acetylammo)phenyl]sulfonyl}anm 
30 Ethyl {24(8^piinolinylsidfonyl)amiBo]-^ 

Ethyl (2-{[(3 > 4^ethoxyphenyl)sulfonyl]ammo}-l,3- 
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Ethyl (2-{[(4-iodophenyl)s^ 

Ethyl (2-{[(3^hloro^me%lphenyl)sulfonyl]amino}-l^ 

Ethyl [2-({ [S^dimethylamino)- 1 -imphthyl]sulfonyl}amino)- 1 ^-tiuazol-^-yljacetate, 
Ethyl (2-{[(l-me%l-lH-inudazol^yl)sulfo 
E%1 (2-{[(5-bromo-2-metho^ 

Ethyl (2-{[(2,5-dime&oxyphenyl)sulfonyl]axnino}- l,3-thiazol-4-yl)acetate, 

Ethyl {2-[(2-naph%lsu^ 

Ethyl {2-[(mesitylsulfonyl)am^ 

Ethyl (2-{[(3-bromo-5-cUoro-2-tfuenyl)sulfonyl]amm 

Ethyl {2-[({5-[(benzoylami^ 

yljacetate, 

Ethyl {2-[({5-[l-me%l-5^tr^ 

thienyl}sulfonyl)aminoH^ 

Ethyl (2-{[(4-cyanophenyl)suto^ 

Ethyl {2-[({542<methylsulfanyl)^pyrinu 

thiazol-4-yl}acetate, 

Ethyl (2-{[(3^yanophenyl)si^^ 

Ethyl (2-{[(2,4,5-tricUorophenyl)sulfonyl]amino}-l,3-t^ 
Ethyl [2^{[(E).2-phenylethenyl]sulfonyl}amino)-l,3-tW 
Ethyl (2-{[(2,3,4-trichlorophenyl)sulfonyl]amino}-^ 
Ethyl (2-{[(4^bromo-2,5-difluorophenyl)siilfonyl]amm 
Ethyl [2^{[4^trifluoromethoxy)phenyl]sulfonyl}amm 
Ethyl (2-{[(2,3^cMorophenyl)sulfonyl]amino}-l,3-M 
Ethyl (2-{[(2-bromophe^ 
Ethyl (2-{[(4,5-dicMoro-2-to^ 
Ethyl [2<{[4^benylsulfonyl>2-thienyl]sulfo 
Ethyl [2<{[5^henylsulfony^^ 
. Ethyl (2-{[(2,6^iicMorophenyl)s^ 

Ethyl (2-{[(2^anophenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetate, 
Ethyl [2^{[4<acetylamino)-3-cWorophenyl]sulfo 
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Ethyl (2-{[(5-cUoro-l,3-dira^ 
yl)acetate, 

Ethyl (2-{ [(3-methoxyphenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetate, 
E%l(2-{[(4-bromo-5^Moro-2-thienyl)sulfonyl]amin 
5 Ethyl 2-{2-[(l-naph%lsulfo^^ 

Ethyl (2-{[(2,5-dicMorophenyl)sulfo^^ 
Ethyl [2^{[4^methylsulfony^ 
Ethyl [2-({[2-(methylsutfony^ 

Ethyl (2-{ [(4-bromo-2-fluorophenyl)sidfonyl]amino } - 1,3 -thiazol-4-yl)acetate, 
10 Ethyl (2-{[(2,3,4-trifluoro^^ 

Ethyl (2-{[(7^Uoro-2, l,3-benzoxadiazol^yl)sulfonyl]a 
yl)acetate, 

Ethyl (2-{[(2,4,6-trifluorophenyl)sulfonyl]ai^ 

2-CMoro-5^{[4^2^oxy-2^xoe%l)4^ 
15 fluof obenzoie acid, 

E%1 (2-{[(5^Moro-2-thienyl)sulfonyl]amko}- 

Ethyl (2-{[(2-cUoro^fluorophenyl)sulfonyl]amino}-l,3-tW 

Ethyl [2^{[5<34soxazolyl)-2-tMmy^ 

Ethyi (2-{[(4-bromo-2-methylphenyl)sulfonyl]ainin 
20 Ethyl (2-{[(4-phenoxyphenyl)s^ 

Ethyl (2-{[(4-cUoro-2,6-dime%lphenyl)sulfonyl]an^ 

Ethyl [2-({[2-methyl^tri^^ 

yljacetate, 

Ethyl [2<{[2,4-bis(trifiuorom<^ 
25 Ethyl 2-{2-[[(3-cMoro-2-me%^^ 
yl}acetate, 

Ethyl oxo(2-{[(4-propylphenyl)sufo^ 
E%1 (2-{[(3^Moro-2-methylph^ 
Ethyl oxo(2-{[(2,4,6-tricMorophenyty 
. 30 Ethyl {2-[([l,r-biphenyl]^ 
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Ethyl (2-{[(2,4-<UcUoro^-me%lphenyl)sulfonyl]amino}-l,^ 
yl)(oxo)acetate, 

2-(2-{ [(4-Methylphenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetic acid, 
2<2-{[(2,5-McMoro-3-tlueny^^ 

(2- { [(2-Chlorophenyl)sulf 6nyl]amino } - 1 ,3 -thiazol-4-yl)acetic acid, 

2-(2-{ [(3-OilorcK2-mefliylphenyl)sulfonyl]ammo}-l,3-th^ acid, 

Isopropyl2-(2-{[(3^oro-2-me&ylphenyl)sulfonyl]ainin 

Phenyl 2<2-{[(3-cMoro-2-me%lphenyl)^ 

Methyl (2-{ [(3^Uoro-2-methylphenyl)sidfonyl]amino }- l,3-thiazol-4-yl)acetate, 

Methyl {2~[([l,r-biphenyl]^yk^ 

Me%l (2-{[(4^Morophenyl)s^ 

Me%l(2-{[(3-cMoro-2-me%lphenyl)sulfonyl]a 

yl)acetate, 

Me%l [2^{[4^3-cUoro-2-cymophen^ 
thiazol-4-yl]acetate; 

Methyl (5-methyl-2-{[(4-propylphenyl)siilfonyl]ain^ 
Methyl (5-methyl-2-{[(2,4,6-tricUorophe 
Me%l (2-{[(2,4^chloro^-methylpta 
yl)acetate, 

N<2-Methoxyethyl)-2<2-{[(^ 

yl)acetamide, 

2^2-{[(2,5-Dichlo^ 

N^l,3-Benzodioxol-5-ylme%l>2-{2-[(l-naphthylsu^ 
yljacetamide, 

N-(2-Furylmethyl)-2-{2-[^ 

2-(2-{[(2,4-Djbfluorophenyl)sulfonyl]amino}-l^ 

N-bopropyl-2-{2-[(l-imph^ 

N-[2KlH-Tndol-3-yl)e%^ 

yljacetamide, 

N<Cyclohexylme%l>2-{2-[(phenylsuIfonyl)ainm 



WO 01/90090 



155 



PCT/SE01/01155 



2<2-{[(3<:Moro-2-me&ylph^ 
methylacetamide, 

2<2-{ [(3-CUoro-2-me%lphenyl)sulfonyl]amino}- 1,3-^ 
ethylacetamide, 
5 2<2-{[(3-CUoro-2-me%lphenyl)sulf^ 
pheaylacetamide, 
2-(2-{[(4-(^orophenyl)s^ 
fuiylmethyl)acetamide, 

N-Ben2hydiyl-2-(2-{[(4-cUorophenyl)sulfonyl]amk . 
10 2<2-{[(4-CMorophenyl)sulfo^^ 
furanylmethyl)acetamide, 
Etfiyl4-{[2^2-{[(4^Morophenyl)si^^ 
piperidinecarboxylate, 

N-Benzhydiyl-2-(2-{ [(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-^ 
15 yl)acetamide, 

2^2-{[(4-CMorophenyl)sul^^^ 

2-(2-{ [(3-Chloro-2-methylphenyI)sulfonyl]an^ } - 1 ,3-thiazol-4-yl)acetamide, 
2<2-{[(3-CMoro-2-me%lphe^ . 
diethylacetamide, 
20 2-{2-[([U ! -Biphenyl]^yk^ 
N,N-diethyl-2-(2-{[(4-pro^ 
2^2-{[(2,4-WcUoro-6-methylphenyl)sijlfonyl]a 
diethylacetamide, . 

N,NKUe%l-2-(2-{ [(2,4,6-tricMorophenyl)sulfonyy 
25 yl)acetamide, 

2 : {2-[([l, l^Biphenyl].4-ylsulfonyl)amino]4,3-t^ 

diisopropylaeetamide, 

N,N-diisopropyl-2^2-{[(4-^^ 

2^2-{[(2,4-I>icUoro^-me%lphenyl)sulfonyl]ainm 
30 diisopropylaeetamide, 
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N,N-diisopropyl-2^2-{[(2^ 
yl)acetamide, 

2<2-{[(3-CMoro-2-methy^^ 
diisopropylacetamide, 
5 2<2-{[(3<:Moro-2-me%lphe^ 
dipropylacetamide, 
N-benzyl-2<2-{[(3-cMoro 
methylacetamide, 

N-benzyl-2<2-{[(3-cWoro-2-me%lphenyl)sulfonyl]am^ 
10 ethylacetamide, 

2<2-{[(3<M)ro-2-methylphe^ 

dimethylacetamide, 

2<2-{[(3^Moro-2-me%lphenyl)s 

methylacetamide, 
15 3-CMoro-N-{442-(3,4-d%^ 

methylbenzenesulfonamide, 

2-(2-{[(3-CWoro-2-methylpheny^ 

phenylacetamide, 

2-(2-{[(3-CU6ro-2-methylphenyl)sulfonyl]amino} 
20 methylacetamide, 

2-{2-[([l, 1 -Biphenyl]4-ylsulfonyl)amino]^ 

methylacetamide, 

N-e%l-N-methyl-2^ 

yl)acetamide, 
25 2-(2-{[(2,44)ichloro-6-methylph^ 

methylacetamide, 

N^ethyl-N-methyl-2^2-{[(4-propylphenyl)s\i^ 
yl)acetamide, 

2-{2-[([l, l-Biphenyll^ylsulfonyOainino]- l,3-thiazpl-4-yl}-N-efliyl.N- 
30 methylacetamide, 
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2-(2-{[(3-CMoro-2-me^ 
methyhcetaihide, 

2- (2-{[(3-(^oro-2-me%lphenyl)sulfonyl]am^ 
[(lS)-l-phenylethyl]acetamide, 

5 3-CMoro-2-me%l-N-{4-[2-oxo 
yl}benzenesulfonamide, 

3- (^oro-2<ne%l-N-{4-^ 
yl}benzenesulfonamide, 
N-{4-[2K>xo-2-(l-piperidinyty^ 

10 N-{4-[2-oxo-2-(l-piperidinyty^ 

2,4-Diclrioro^-me%l-N-^^ 

yl}benzenesulfonamide, 

2A6-TricMoro-N-{4^ 

yl}benzenesulfonamide, 
15 3-Chloro-2-me%l-N-^ 

yl}benzenesulfonamide, 

2,4,6-TricMoro-N-{4-[2<4-morpholinyl>2-oxoethyy 

yl}benzenesulfonamide, 

2,4-IXcMoro^-me%l-^ 
20 yl}benzenesulfonamide, 

. N-{442^4<norpholiny^ [1, r-biphenyl]-4-sulfonamide, 

N-{4-[2<4<norpholiny^ 

2,4-IMcMoro-N-{4-[2^4-mo^^ 

yl}ben2enesulfonamide, 
25 4-<^oro-2,6^imeth^ 
. yl}benzenesulfonamide, 

N-{4-[2^4-moipholinyl>2^^ 

phenoxybenzenesulfonainide, 

2-Me%l-N-{4-[2^4-morpto^ 
30 (trifluoromethoxy)ben^ 
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N-{4-[2^4-moipholinyl)-2^xo 

bis(trifluoromethyl)benzenesulfonamide, 

4-Bromo-2-me%l-N-{4-[2-(4-moipholinyl)-2-oxoethyl]- 

yl}benzenesulfonamide, 

4<2-Fuiyl)-N-{4-[2-(4-mo^ 

yl}benzenesulfonamide, 

S'-Fluoro^'-meth^^ 

biphenyl]-4-sulfonamide,* 

4<5-Me%l-2-tiricmyl^ 

yl}benzenesulfonamide, • 

3'-Acetyl-N-{4-[2<^ 

sulfonamide, 

N-{442-(4-Moipholiny^ 
biphenyl]-4-s\ilfonamide, 
3^4 , -DicUo^c)-N-{4-[2<4-mo^pholinyl)-2-oxoe% 
4-sulfonamide, 

4-(l,3-Benzodioxol-5-yl)-N-{4-[2<4-morpholinyl)-2-oxo 

yl}benzenesulfonamide, 

4-(5-chloro-2-tiuenyl)-N-^^ 

yl}benzenesulfonamide, 

N-{4-[2<4-Moipholmy^ 

pyridinyl)benzenesulfonamide,. 

N-{4 , .[({4-[2-(4-morpholinyl).2-oxoethyl]-l,3-t^^ 

biphenyl]-3-yl}acetamide, 

N-{4-[2<4-Moipholin^^^ 

thienyl)benzenesulfonamide, 

N-{4-[2<4-Morpholhy^ 

thirayl)benzenesiilfonainide, 

4 f -[({4-[2<4-Moipholinyl).2^xoethyl]-l,3-thi^ 

biphenyl]-4-carboxylic acid, 
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4'-(Methylsu^^ 

biphenyl]-4-sulfonamide, 

N-{4-[2<4-Morpholinyl>2^ 

biphenyl]^sulfonamide, 

4'-<^oro-N-{4-[2-(^ 

sulfonamide, 

N-{4-[2-(4-Moipholmyl>2^x 
sulfonamide, 

4<l-Benzofuran-2-yl)^ 

yl}benzenesulfonanude, 

N-{4-[2^4-Moipholinyl>2-oxo^^^^ 

pyrroUdinyl)benzenesulfonainide, 

4-(4-Methyl-l-piperidinyl)-N-{4-[2-(4-morpholinyl) 

yljbenzenesulfonamide, 

4-Anilino-N-{4-[2^4-a^^^ 

4^en2ylamino)-N-{4-[2-(4-mo^^ 

yl}benzenesulfonaimide, 

N-{4^4~Morpholinyl)^^ 

thienylmiethyl)amko]ben2^esulfonamide, 

4^4-Moipholinyl)-N-{^ 

yljbenzenesulfonamide, 

4^4-Metllyl-l-piperazinyl)-N^^ 

yl}benzenesulfonamide, 

N-{4-[2^4-Morpholinyl)-2K)xoethyl]-l,3-tiiia2»^^ 

pyridinylmethyl)amino]benzeriesu^ 

2,4-DicMoro^methyl-^^ 

yl}benzenesulfonamide, 

N-{5-me%l^[2-(4-moipto^ 

sulfonamide, . 

2,4,64ricMoro-N45-m^ 

yljbenzenesulfonamide, 
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3~cUoro-2Haaethyl-N-{5-m^ 

yl}benzenesulfonamide, 

3-Chloro-N-(4-{2^^^ 

2- methyIbenzenesulfonamide, 

5 3-CMoro-2-me%l-N<4-{2-K^^ 

oxoethyl}-l,3-thiazol-2-yl)beiizenesulfonamide, 

3- CMord-2-me%l-N-{4-^ 
yl}benzenesulfonamide, 

N-{4-[2-oxo-2-(4-thiomorpholinyl)ethyl]- l,3-thiazol-2-yl} [ 1, r-biphenyl>4- 
10 sulfonamide, 

N-{442-oxo-2^4MMomorphol^ 

propylbenzenesulfonaroide, 

2,4-DicMoro^-methyl-N^^ 

yl}benzeaesulfonamide, 
15 2,4,6-TricMoro-N-{4-[2-oxo-2<4-thiomorpholinyl)e%l]^ 

yl}benzenesulfonamide, 

N-{4-[2^1 J-dioxido^-thidmorpho^ 

propylbenzenesulfonamide, 

Tert-butyl4-[(2-{[(3-^ 
20 1-piperazinecarboxylate, 

N-{4-[2-(4- Acetyl- 1-pipera^ 

me%lbenzenesulfoiiamide, 

3<Moro-2-me%l-N-{4-[2^^^ 

yl}benzenesulfonamdetrifluoroacetate, 
25 3-CMoro-2-methy^ 

yl}benzenesulfonamide trifluoroacetate, 

2-Me%i-N-{4-[2-(4-met^^ 

(trifluoromethoxy)benz^ 
. 2,4-DicMoro-6-me%l^ 
30 yl}benzenesulfonamide, 
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2,4-DicUoro-N-{4-[2-(4-methyl-l-piperazinyl>2-o 

yl}benzenesulfonamide, 

3-cMoro-N<4-{2-[(2R>2,4-dim^^ 

methylbenzenesulfonamide, 

2K2-{[(3-Chloro-2-me%lphenyl)sulfonyl]amino} 

methylacetamide, 

3- CUoro-2-me%l-N-[4-(2-oxopentyl)-l,3-tiuazol-2-yl]b 

4- Chloro-N-[4-(2-hydroxyethyl)- l,3-Mazol-2-yllbeiizenesiilfonaiiude, 
3-CUoro-N44^2-hydroxyethyl)- 1,3-tbiazol^ 
3-CUoro-N-[4^3-hydroxypropyl)-l,3-tiuazol-2-yl]-2-me% 
3-CMoro-N-[4^2-etto^ 
3<Moro-N-[4^24sopropoxye%l^ 
N-{4-[2-(ben2yloxy)e%l]-l,^^ 
3-CMoro-N-[4^2-metto^ 
3^oro-N-{442-(2-fluoroethoxy)^^^ 
methylbenzenesulfonamide, 
3-CMoro-2-me%l-N-{4-[2^^ 

yl}benzenesulfonamide, 

3-CMoro-2-me%l-N-{4-[2< 

yl}benzenesulfonamide, 

3-CWoro-2-me%l-N-{4-[2<3-pyridinyroxy)e%l]-l^ 

yl}benzenesuIfonamide, 

Methyl 2-[2<2-{[(3-cMoro-2-me%^^ 

yl)ethoxy]benzoate, 

3<Moro-N-[5-[(dime%lai^^ 

methylbenzenesulfonamide, 

2 <2-{[(3^Moro-2-me%lphenyl)si^^ 

methanesulfonate, 

H2-{[(3^Moro-2-me%lphenyl)sulfonyl]amino}-l,3-tM 
methanesulfonate, 

2 "(2-{ [(3-CUoro-2-methylphenyl)sulfonyl]amino }- 1 ,3 -thiazol-4-yl)ethyl acetate, 
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2<2-{[(3-<Moro-2-me%lphenyl)sulfonyl]amm 

2<2-{[(3^Uoro-2-methylphenyl)sulfonyl]amin 2- 
methylpropanoate, 

2-(2-{[(3-<^oro-2-me%lphen^ 2-furoate, 
5 2-(2-{[(3<Uoro-2-methylphenyl)sulfonyl]amin benzoate, 

2- (2-{[(3<Moro-2-me%lphenyl) 4- 
moipholinecarboxylate, 
2^2-{[(3^Moro-2-methylpheny^ 

diethylcarbamate, 
10 2^2-{[(3<Moro-2-me%lphenyl)s^ 
ethylcarbamate, 

N-[4-(2-azidoethyl)- l,3-thiazol-2-yl]-3 <Moro-2-methylbenzenesulfonamide, 
N-[4-(2-aminoethyl)- 1 ,3 -thiazol-2-yl]-3 ^hloro-2-methylbenzenesulf onamide, 

3- <^oro-2-methyl-N-{4-[2-^^ 
15 yljbenzenesulfonamide, 

4- CMoro-N-{4-[2-(die%^ 
hydrochloride, 

3-CMor<^N-{4-[2<die%lai^^ 
methylbenzenesulfonamide hydrochloride, 
20 3-CMoro-N-{4-[2-(lH-im . 
methylbenzenesulfonamide dihydrate, 
3^oro-2-me%l-N-{4-[2-(4-me%M^^ 
yl}benzenesulfonamide dihydrochloride, 
3-CMoro-2-me%l-N-{4-[2^ 
. 25 yl}benzenesulfonamide hydrochloride, 

3 -Chloro-2-methyl-N-[4-(4-morpholinylmetiiyl)- 1 , 3 -thiazol-2-yl]benzenesulf onamide 
hydrochloride, 

2,4,6-Trichloro-N- {4-[2<4-moipholinyl)ethyl]- l,3-thiazol-2-yl}benzenQ3ulfonamide 
hydrochloride, 
30 2,4-DicUorb-N-{4-[2<^ 
hydrochloride, 
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2,4-DicMoro-6-met^ 
yl}benzenesulfonamide hydrochloride, 
N-{4-[2^4-Morpholinyl)e%l]-l,3-to^ 
hydrochloride, 
5 3-CMoro-N-{4-[2-(e%lamiM^ 

3-CUoro-N<4-{2-[(2-hy(koxye%l)amino]ethyl}-l,3-^ 
methylbenzenesulfonamide, 

3-<Moro-N-(4-{3-[(2-hydroxye%l)amino]propyl}-l,3-tt^ 
methylbenzenesulfonamide hydrochloride hydrate, 
10 ,N-[2^2-{[(3H^oro-2-methylphenyl)sulfonyl]ai^ 
ethylacetamide, 
3«4M>ro-2-me%l-N-{4-[2^^ 
yl}benzenesulfonamide, 

3-CMoro-N-{4^2^24iydroxy-3^xo^morpho^ 
15 methylbenzenesulfonamide, 
2,4-DicMoro-N-{4-[2-(3^ 
yl}benzenesulfonamide, 

2.4- IMchloro-6-methyl-N^^ 
yI}benzenesulfonamide, 

20 2,4,6-TricMoro-N-{4-[2^3-oxo^ 
yl}benzenesulfonamide, 

4.5- DicMoro-N-{4-[2^3^xo^morpholinyl)ethyl]-l,3-to . 
thiophenesulfonamide, 

N-{4-[2<^Oxo^mo^ 
25. phenoxybenzenesulfonamide, 

3-Huoro-N-{4-[2-(3K)xo^<norph^ 

N-{4-[2^3~Oxo^-morpholinyl)^^^ 

thiophenesulfonamide, 

N-{2^oro^[({4-[2^3K>xo^moipho^ 
30 yl}amino)sulfonyl]phenyl}acetamide, 
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3-Oiloro-2-me%l-N-{4-[(3^xo^moipholinyl)me%y 
yl}beiizenesulfoiiamide, 
3-CMoro-2-methyl-N-{4-[3^3-oxo^^ 
yljbenzenesulfonamide, 
5 3-Cmoro-N,2-dimethy^^^ 
yl}benzenesulfonamide, 
3<Moro-2-me%l-N-{4-P^ 
yl}benzenesulfonamide, 

N-[2<2-{[(3-Qaoro-2-methylphenyl)sulfonyl]a^ 
10 yl)ethyl]acetamide, 

3<Moro-2-methyl-N-^ 

yl}benzenesulfonamide, 

3-(^oro-2-me%l-N-{4-[2^2^xo 

yl}benzenesulfonamide, 
15 3<Moro-2-me%l-N-{4^ 

yl}benzenesulfonamide, 

3<:Moro-2-methyl^ 

yl}benzenesulfonamide, . 

N-[2^2-{[(3-Chlor^ 
20 hydroxyetiiyl)-2-ftirainide, 

N-[2^2-{[(3K;Moro-2-me%^ 

methylcyclopropaaecarboxamide, 

3-CMorc^2-methyl-N-{^^ 

yl}benzenesulfonamide. hydrochloride, 
25 3-CMoro-2-me%l-N<4-{2-^ 

yl)ben2Enesulfonamide, 

3<Moro-2-me%l-N^4-{2^me%^ 

yl)benzenesulfonamide, 

3-Chloro-2-methyl-N-[4^ 
. 30 yl]benzeaesulfonamide, 
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3-CMoro-2-methy^ 
tMazol-2-yl]benzenesulfonamide, 
N-[2<2-{[(3^oro-2-methylphenyl)sulfonyl]amm 
methyl-lH-iinidazole^sulfonaifiide, 
5 3-CMoro-N-(4-{2-[[(3-cM^^ 

th^ol-2-yl)-2-methylbenzenesulfon^ 

N-[4-(2-bromoe%l)-l,3-tMazo^ 

3-<^oro-N-[4-(2-cMoroe%l)-l,3-^ 

3-CMoro-2-me%l-M 
10 yl}benzene$ulfonamide, 

Ethyl 3-(2-{[(3-cMoro-2-me%^^ 

4. A compound according to anyone of claims 1-3, for medical use. 

15 5. A process for the preparation of a compound according to claim 1-3 comprising at 
least one of the following steps: 

a) sulfonamide coupling by reacting a 2-aminothiazole with a sulfonylchloride in the 
presence of abase, 

b) sulfonamide coupling by reacting a 2-aminothiazole derivative with a 
20 sulfonylchloride in the presence of abase, 

c) saponification by treatment of a carboxylic acid ester with aqueous hydroxide, 

d) amide coupling by reacting a carboxylic acid ester with an amine, 

e) amide coupling by reacting a carboxylic acid with an amine in the presence of 
EDO, ' 

25 f) amide coupling by reacting a carboxylic acid with an amine in the presence of 
EDCI, HO AT or HOBT, 

g) amide coupling by reacting a carboxylic acid ester with an amine in the presence 
aluminium chloride, 

h) formation of a thiazole ring by reacting an optionally substituted thiourea with an 
30 a-haloketone, 

i) formation of a thiazole ring by reacting a thiourea with a ketone, 
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j) acylation of an alcohol by reacting with an acid chloride in the presence of a base, 
k) carbamoylation of an alcohol by reacting with 4-nitrophenylchlorofonnate and then 

with a primary or secondary amine, 
1) palladium coupling of a halo compound with a boronic acid, 
5 m) palladium coupling of a halo compound with an amine with 1 8-crown-6, 
n) palladium coupling of a halo compound with an amine without 18-crown-6. 

6. A method for the treatment or prevention of diabetes, syndrome X, obesity, 
glaucoma, hyperlipidemia, hyperglycemia, hyperinsulinemia, osteoporosis, 
10 tuberculosis, dementia, depression, virus diseases and inflammatory disorders, said 
method comprising administering to a mammal, including man, in need of such 
treatment an effective amount of a compound of the formula (II) 

X R* 
Y 

B . 

wherein 

15 " 

T is an aiyl ring or heteroaryl ring or aryl-C 2 -alkenyl ring, optionally independently 
substituted by [R] m wherein n is an integer 0-5, and R is hydrogen, aryl, heteroaryl, a 
heterocyclic ring, optionally halogenated Ci^-alkyl, optionally halogenated 
alkoxy, C^-altylsulfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 

20 mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
arylsulfonyl, arylamino, wherein aryl, heteroaryl and aryloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independently of 
each other by Q-6-acyl, C|^-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated C^-alkyl, optionally halogenated Ci^-alkoxy, amide which is optionally 

25 mono- or di-substituted, (benzoylamino)methyl, carboxy, 2-thienylmethylamino or 
({[4-<2-ethoxy-2-oxoe%l)-l,3-thia2X)l-2-yl]anim 
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R 1 is hydrogen or Ci-6-alkyl; 
XisCH 2 orCO; 

5 

Y is CH 2 , CO or a single bond; 

B is hydrogen, Ci^-alkyl or dimethylaminomethyl; 

10 R 2 is selected from C^-alkyl, azido, arylfhio, heteroaiylthio, halogen, hydroxymethyl, 
24iydroxyethylaminomethyl, methylsulfonyloxymethyl, 3-oxo-4- 
moipholinolkylmethylene, Ci_6-alkoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl; 
NR 3 R 4 , wherein R 3 and R 4 are each independently selected from hydrogen, C^-alkyl, 
optionally halogenated Ci^-alkylsulfonyl, C^-alkoxy, 2-methoxyethyl, 2- 

15 hydroxyethyl, 1-methylimidazolylsulfonyl, Cu-acyl, cyclohexylmethyl, 

cyclopropanecarbonyl, aryl, optionally halogenated arylsulfonyl, furylcarbonyl, 
tetrahydro-2-furanylmethyl, N-caibethoxypiperidyl or C^-alkyl substituted with one 
or more aiyl or heteroaryl, or 

NR 3 R 4 represent together heterocyclic systems which can be imidazole, piperidine, 
20 pyrrohdine, piperazine, morpholine, oxazepine, oxazole, thiomorpholine, 1, 1- 
dioxidothiombrpholine, 2-(3,4-dihydro-2(lH)isoquinolinyl), (lS,4S>2-oxa-5- 
azabicyclo[2.2.1]hept-5-yl, which heterocyclic systems can be optionally substituted 
by Q-6-alkyl, Ci^-acyl, hydroxy, oxo, t-butoxycarbonyl; 

OCONR 3 R 4 , wherein R 3 and R 4 are each independentiy selected from hydrogen, C M - 
25 alkyl or form together moipholinyl; 

R 5 0, wherein R 5 is hydrogen, optionally halogenated C^-alkyl, aryl, heteroaryl, Ci-6- 
acyl, C^-alkylsulfonyl, arylcaibonyl, heteroarylcaibonyl, 2-carbomethoxyphenyl; 

or a salt, hydrate or solvate thereof. 

30 ' ' 

7. A method according to claim 6, wherein 
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T is selected from 5-chloro- l,3-dimethyl-lH-pyrazol-4-yl; 4-chloro-2,3, 1- 
benzoxadiazolyl; 5^dimethylamino)-i-naphthyl; l-methylimidazol-4-yl; 1-naphthyl; 

2- naphthyl; (E)-2-phenyletiienyl; 8-quinolinyl; 

thienyl substituted with, one or more of (benzoylamino)methyl, bromo, chloro, 3- 
isoxazolyl, 2-(metbylsulfanyl)^pyrimidiny^ l-methyl-5-(1xifluoromethyl)pyrazol-3- 
yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetyiaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-benzodioxol-5-yl, 2-benzofinyl, benzylamino, 3,5- 
bis(trifluoromefhyl)phenyl, bromo, butoxy, carboxy^ chloro, 4-carboxyphenyl, 3- 
chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 
dichlorophenyl, ({[4-(2-ethoxy-2-oxoe%l)-l,3-tiri^ fluoro, 
5-fluoro-2-methoxyphenyl, 2-furyl, hydrogen, iodo, isopropyl, methanesulfonyl, 
methoxy, methyl, 4-methyl- 1-piperazinyl, 4-me%l-l-piperidinyl, 4- 
mefliylsulfanylphenyl, 5-methyl-2-thienyl, 4-morpholinyl, nitro, 3-nitrophenyl, 
phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridylmethylamino, 1-pyrrolidinyl, 2-thienyl, 

3- thienyl, 2-thienylmethylamino, trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluoromelhyl; or 

R l is hydrogen or methyl; 

XisCH 2 orCO; 

Y is CH 2 , CO or a single bond; 

B is hydrogen, methyl or dimethylaminomethyl; 

R 2 is selected from 

n-propyl, azido, bromo, chloro, 2-pyridinylsulfanyl, 3-oxo-4-morpholinolinyl- 
methylene, ethoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
hydroxyethylaminomethyl, methylsulfonyloxymethyl; 



WO 01/90090 PCT/SE01/01155 

169 

NR 3 R 4 , wherein R 3 and R 4 are each independently selected from acetyl, benzhydryl, 
l,34>enzodioxol-5-ylmethyl, benzyl," 3-chIoro-2-methylphenylsulfonyl, cyclohexyl, 
cyclohexylmethyl, cyclopropanecarbonyl, ethyl, 2-finylcarbonyl, 2-furylmethyl, 
hydrogen, 2-hydroxyethyl, 2-(lH-indol-3-yl)ethyl, isopropyl, methoxy, 2- 
5 methoxyethyl, methyl, 4^1-me%limidazolyl)siilfonyl, melhylsulfonyl, phenyl, (1S)- 
phenylethyl, n-propyl, tetrahydro-2-furanylmethyl, trifluoromethylsulf onyl, N- 
carbethoxypiperidyl; or 

NR 3 R 4 represent together 4-acetylpiperazinyl, 4-t-butoxycaibonylpiperazinyl, 2-(3,4- 
dihydro-2(lH)isoquinolinyl), (2R,6S)-2,6-dimethylmorpholinyl, (2R)-2,4-dimethyl-l- 

10 piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomorpholinyl, 4- 
methyl-2-oxopiperazinyl, 4-methylpiperazinyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoimidazolinyl, 3-oxomotpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxazolinyl, piperazinylj.piperidinyl; pyrrolidinyl; pyrrolidonyl, thiomorpholinyl; 
1, 1-dioxido-thiomoipholinyl; 

15 OCONR 3 R 4 , wherein R 3 and R 4 are each independently selected from ethyl, hydrogen 
or form together morpholinyl; 

R 5 0, wherein R 5 is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-fiirylcarbonyl, 
hydrogen, isobutyryl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, . 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyl. 

20 

8. A method according to claim 6-7, wherein the compound is selected from: 

Ethyl (2-{[(2,4-(UcUoro-5-me%lphenyl)sulfonyl]ammo}-l,3-tM 

Ethyl 2-(2-[[(4-cworophenyl)sulfonyl]an^ 

E%12-(2-{[(4-cMoro-2,5-<iimemylphenyl)sulfonylianm 
25 Ethyl 2-(2-{ [(2,4-dMiorophenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetate, 

Ethyl 2-(2-(((4-memylphenyl)sulfonyl)animo)-l,3-miazol-4-yl)acetate, 

Emyl2-(2-{[(2,5-(hcMoro-3-thienyl)sulfonyl]animo}-l,3-tW 

Emyl(2-{[(2-cWorophenyl)sulfonyl]ammo}-l,3-nuazol-4-yl)aceta^ 

Emyl 2-(2-{[(3^Moro-2-memylphenyl)sulfonyl^ 
30 Emyl2-{2-[([l,l'-mphenyl]-4-ylsulfonyi)animo]-l,3-miaM 

Ethyl 2-(2-{[(3-bromophenyl)sulfonyl]ammo}-l,3-thiazol-4-yl)acetate, 
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Ethyl (2-{[(4-nitrophenyl)sulfonyl]amino}-l 3 3-tW 

Ethyl (2-{[(4-methoxyphenyl)sulfonyl]amino}-l^ 

Ethyl (2-{[(3-nitrophenyl)sulfo^ 

Ethyl (2-{[(3-methylphenyl)^ 

Ethyl (2-{[(3-cMorophenyl)sidfon^^^ 

Ethyl (2-{ [(4-fluorophenyl)sulfo^^ 

Ethyl (2-{[(3-fluorophenyl)su^ 

Ethyl {2-[(pheuylsutfonyl)ai^ 

Ethyl (2-{[(4-isopropylphenyl)s^ 

Ethyl [2-({[3-({[4-(2.ethoxy-2-oxoethyl)-l,3.thiazol-2- 

yl]amiao}carbonyl)phen>d]sulfonyl}amino)- l,3-thiazol«4-yl]acetate, 

Ethyl [2-({[4-({[4^2H5thoxy^ 

yl]amino}caibonyl)pheayl]si^^ 

Ethyl (2-{[(2-methylphenyl)sulfonyl]amino}-l,3 

Ethyl [2^{[2^toifluorome%l)phe^ 

Ethyl [2-({[3-(trifluorom 

Ethyl [2-({[4-(trffiuorom 

Ethyl 2^2-{[(4-bromophenyl)sufo^ 

Ethyl (2-{[(2-mtrophenyl)sulfonyl]amino}-l,3-tW 

Ethyl (2-{[(2,4-dichloro^-me%lphenyl)sulfonyl]amko}-^ 

E%l(2-{[(2,4,6-tricMorophenyl> 

E%1 (2-{[(2,4-dicWorophenyl)sulfonyl]amino}-l,3^ 

Ethyl (2-{[(5-fluoro-2-me%lph^ 

Ethyl (2-{[(4-propylphenyl)sito 

Ethyl (2-{[(2-methoxy^me%lphenyl)sulfonyl]amin^ 

Ethyl (2-{[(3,5^cMorophenyl)sulfo^^ 

Ethyl [2^{[4^3<Moro-2-cyanophenoxy^ 

yl]acetate, 

Ethyl.(2-{ [(3,4-<ficUorophenyl)sulfonyl]amiiio}- l,3-thiazol4-yl)acetate, 
Ethyl (2-{ [(4-butoxyphenyl)suffi^ 
Ethyl (2-{[(4s;Moro-2 r me%lphm^ 
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Ethyl [2^{[4^acetylamino)phenyl]sulf(myl}ainino)-l^ 

Ethyl {2-[(8-quinolinylsulfonyl)amino]- l,3-thiazol-4-yl}acetate, 

Ethyl (2-{[(3,4MlimeAoxyphenyl)sulfonyl]amm 

Ethyl (2-{[(44odophenyl)sulfonyl] . 

Ethyl (2-{[(3-cUoro^methylphenyl)sulfonyl]amm 

Ethyl [2-({[5^dimethylamino^ 

Ethyl (2-{[(l-methyl-lH-hnida2X)M-yl)sulfon^ 

Ethyl (2-{[(5-bromo-2-methoxyphenyl) 

Ethyl (2-{[(2,5-dimeth6^henyl)sulfonyl]amino}- 

Ethyl {2<(2-naphthylsuIfonyl)a^ 

Ethyl {2-[(mesitylsulfonyl)amm^ 

Ethyl (2-{[(3-bromo-5-cUoro-2-thienyl)sulfonyl]amino} 

Ethyl {2-[({5-[(benzoylanuno)methyl]-2-thienyl}s^ 

yl}acetate, 

Ethyl {2-[({5-[l-me%l-5<t^^ 

tMenyl}^onyl)ami^^ 

Ethyl (2-{[(4^anophenyl)sulfonyl]amin 

E%1 {2-[({542^methylsulfanylH-pyrim 

thiazol-4-yl}acetate, 

Ethyl (2-{[(3-cyanophenyl)sulf6^^ . 
Ethyl (2-{[(2A5-tricWorophcnyl)sulfonyl]amino} 
Ethyl [2^{[(E>2-phenylethenyl> 

Ethyl (2-{ [(23,4-tricUorophenyl)sulfonyl]amino>- l,3-thiazol-4-yl)acetate, 

Ethyl (2-{[(4-bromo-2,5^uoropheuyl)sidfonyl]amino 

Ethyl [2-({[4-(tffluoromethoxy)phenyl]sulfonyl}amin 

Ethyl (2-{[(2^^cMorophenyl)sulfo^^ 

Ethyl (2-{[(2-bromophenyl)sulfonyl]amino}-l,3-thiazol^ 

Ethyl (2-{[(4,5^cMoro-2-thi^ 

Ethyl [2-({[4^henylsnto 

Ethyl [2K{[5-(phenylsulfonyl>2-thienyl]si^ 

Ethyl (2-{[(2,6-dicUorophenyl)sulfonyl]amino}-l,3-tM 
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Ethyl (2-{[(2Hr^ophenyl)sulfonyl]amino}-l,3-thi 
Ethyl [2-({[4^acetylammo)-3-c^ 
E%l(2-{[(5^Mororl,3Hiime^ 
yl)acetate, 

Ethyl (2-{[(3-methoxyphenyl)sulfonyl]ainino}- l,3-thiazol-4-yl)acetate, 

Ethyl (2-{[(44>romo-5-chloro^ 

Ethyl 2-{2-[(l-naph%lsulfonyl)a^ 

Ethyl (2-{[(2,5HlicMorophenyl)sulfonyl]amino}-l,3 

Ethyl [2-({[4-(me%ls^ 

Ethyl [2^{[2^me%lsulfony^ 

Ethyl (2-{[(4-bromo-2-fluoro^^ 

Ethyl (2-{[(2,3,4-trifluorophenyl)sulfonyl]amin^ 

Ethyl (2-{[(7<Mdro-2,i,3-be^ 

yl)acetate, 

Ethyl (2-{[(2,4,6-trifluorophenyl)sulfonyl]amm . 

2<ftloro-5-({[4^2-etho^ 

fluorobenzoic acid, _ . 

Ethyl (2-{[(5-cMoro-2-thienyl)sulfonyl]ainin^ 
Ethyl (2-{[(2^Moro^-fluorophray^ 
Ethyl [2^{[5^3-isoxazolyl>2-fldenyl]sulfonyl}amm 
Ethyl (2-{[(4-bromo-2-me%lphenyl)sulfonyl]amin 
Ethyl (2-{[(4-phenoxyphenyl)sulfonyl]amin 
Ethyl (2-{[(4^Moro-2,6-dimethylphenyl)sulfonyl] 
Ethyl [2^{[2-methyl^(trifluoro 
yl]acetate, 

Ethyl [2<{[2,4-bis(tri£luoromefhyl)phenyl]sulfonyl}an^ 
Ethyl 2-{24[(3^Woro-2-methylphenyl)sulfonyl]^ 
yl}acetate, 

Ethyl oxo(2-{[(4-propyiphenyl)sulfcmyl]ain^ 
Ethyl (2-{[(3^hloro-2-me%^ 

Etiiyl oxo(2-{[(2,4,6-tricmorophenyl)sulfonyl]amino}-l,3-^ 



WO 01/90090 



173 



PCI7SE01/01155 



Ethyl {2-[([ 14'-biphenyl]-4-ylsulfoiiyl)amiiiol- l,3-tbiazoM-yl}(oxo)acetate, 

E%l(2-{[(2,4-dichloro-6-methylphenyl)s^ 

yl)(oxo)acetate, 

2<2-{[(4-Me%lphenyl)sulfonyl]ainino}-l,3-tWazol-4-yl)aceticacid, 
5 2^2-{[(2,5-DicUoro-3-thienyl)sulfonyl]amino}-l,3-1hiazol^ acid, 
(2-{[(2-CMorophenyl)sulfonyl]amino}-l,3-tWazol4-yl)aceticaci4 
2<2-{[(3-CMoro-2-me%lphe^ acid, 
Isopropyl 2-(2-{ [(3^hloro-2-me%lphenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetate, 
Phenyl 2<2-{[(3^Moro-2-me%lphenyl)siilf^^^ 
10 Methyl (2-{[(3<hloro-2-me%lphenyl)sidfonyl]aitdno}-l > 3-lW 
Me%l {2-[([l,l'-biphenyl]^yb^ 
Me%l(2^[(4-cMorophenyl)sulfoiiyl]an^ 
Methyl (2-{[(3<Moro-2-me%lphenyl)sulfonyl]amino}-5-me% 
yl)acetate, 

15 Methyl [2^{[4-(3-cMoro-2-cyanophenoxy)phenyl]su^ 
thiazol-4-yl] acetate, 

Methyl (5-methyl-2-{[(4-propylphenyl)su1fon^ 
Me%l(5<nethyl-2-{[(2,4,6MricMoroph^ 

Methyl (2-{[(2,4shchloro^-methylphenyl)sulfonyl]amin . 
20 yl)acetate, 

N-(2-Methoxyethyl>2^2-{[(4-me%lphenyl)sulfonyl]amino}-l,3-M 
yl)acetamide, 

2 "( 2 -{ [(2,5-IMcM(m)-3-thienyl)sulfonyl]amino}- l,3-thiazol-4-yl>N-methylacetamide, 

N<l,3-Benzodibxol-5-yImethyl)-2-{2-[(l-naph%lsulfonyl)ammo> 
25 yl}acetamide, 

N<2-Fuiylme%l>2-{2-[(l-naph%lsulfrayl)ainino]-l,3-tW^ 

2^2-{[(2,4-Difluorophmyl)sutfonyl]a 

N-Isopropyl-2-{2-[(.l-iiaphthyls^ 

N^2<lH-In(tolO-yl)ethyl]-2-{2-[(l-naph%lsulfonyl)anuno]-l,3-M 
30 yljacetamide, 

N<tyclohexylme%l>2-{2-[(phe^ 
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2^2-{[(3-(M>ro-2-me%^ 
methylacetamide, 

2.(2-{[(3-CMoro-2-metfayIphenyl)sulfonyl]amk 
ethylacetamide, 
5 2<2-{[(3-CMoro-2-methylphenyi)sulfonyl]am^ 
phenylacetamide, 

2<2-{[(4-CWorophenyl)siilfonyl]amino}^ 
furylmethyl)acetamide, 
N-Benzhydiyl-2-(2-{[(4-cMoro^^ 
10 2<2-{[(4rCMorophenyO 
furanylmethyl)acetamide, 

Ethyl 4-{[2^2-{[(4^Morophenyl)sulfonyl]amino}-l,3-t^ 
piperidinecarboxylate, - 
N-Benzhydtyl-2^2-{[(3^ 
15 yl)acetamide, 

2^2-{[(4-CUon>phenyl)sulfonyl]amino}-l,3-tiuaM 

2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetamide, 

2 "(2-{[(3<:Uoro-2-me%lphenyl)sulfonyl]amino}-l,3-tW 

diethylacetamide, 

20 2-{24([lJ , -Biphenyl]^-ylsulfonyl)amino]-l,3-M 

N,N-diethyl-2-(2-{ [(4-propylplienyl)stilfbnyl]aihino}-l^ 

2^2-{[(2,4-DicMoro^-me%lphenyl)sulfonyl]ai^ 

diethylacetamide, 

N i N-die%l-2<2-{[(2,4,6-tricUorophenyl)sulfonyl]ai^ 
25 yl)acetamide, 

2-{2-[([l, l'-Biphenyl]-4-ylsu^^ 
diisopropylacetamide, 

N,N^opropyl-2-(2-{[(4-propylphenyl)sulfonyl]amk 
2<2-{ [(2,4-DicUoro-.6-me%lphenyl)sulfonyy 
30 diisopropylacetamide, 
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N,N-diisopropyl-2<2-{[(2,^ 
yl)acetamide, 

2^2-{[(3-Chioro-2-methylphenyl)suIfonyl]amk 
dusopropylacetamide, 

2<2-{[(3-CWoro-2-methylphenyl)sulfonyl]M l,3-thiazo!-4-yl)-N,N- ' 
dipropylacetamide, 

N-benzyl-2-(2-{[(3-cMoro-2-methylphenyl)sulfonyy 
methylacetamide, 

N-benzyl-2-(2-{ [(3-cMoro-2-me%lphenyl)sulfonyl]amino }- 1 ,3-thiazol-4-yl)-N- 

ethylacetamide, 

2<2-{[(3-<^oro-2-me^ 

dimethylacetamide, 

2K2-{[(3-cUoro-2-methylphenyl)s^^ 
methylacetamide, 
3^oro-N-{4-[2<3,4-dihy^ 
methylbehzenesulfonamide, 

2<2-{[(3.CMoro-2-methylphmyl)sulfonyl]amino}^ 
phenylacetamide, 

2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]amino}-l,3-^ 
methylacetamide, 

2-{2-[([l,l'-Biphenyl]^yls^ 
methylacetamide, 
N-ethyl-N-me%l-2<2-^ 
yl)acetamide, 

2^2-{[(2,4-DicMoro^-methylphe 
methylacetamide, 

N^yl-N-methyl-2-(2-{[(4-propylphenyl)sulfonyy 
yl)acetamide, 

2-{2-[([l,l'-Biphenyl]^yl^ 
methylacetamide, 
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2^2-{[(3«CMoro-2-me%^ 
methylacetamide, 

2K24[(3-CMoro4-me%lphenyl)sulfonyl]amko}-l^ 

[(lS>l-phenylethyl]acetamide s . 

3-CMoro-2-me%l-N-{4-[2^ 

yl}benzenesulfonamide, 

3^oro-2-methyl-N-{4-^ 

yl}benzenesulfonamide, 

N-{4-[2^xo-2^1-piperidinyl)^ 

N-{4-[2-oxo-2-(l-piperidinyl)e^^^ 

2,4-DicMoro-6-me%l^ 

yl}benzenesulfonamide, 

2A6-TricMoro-N-{4-[2^^ 

yl}benzenesulfonamide, 

3<Moro-2~me%l-N-{4-[2-(4^ 

yI}benzenesulfonamide, 

2X6-Trichloro-N-^^ 

yl}benzenesulfonamide, 

2,4-DicMoro-6-methyl-N^^ 

yl}benzenesulfonamide, 

N-{4~[2^4-moipholinyl>2^^ r-biphenyl]-4-sulfonamide, 

N-{4-[2-(4-morpholinyI>2-oxoethyl]- l,3-thiazol-2-yl} ^propylbenzenesulfonamide, 

2^lMcMoro-N-{4-[2^4-m^ 

yl}benzenesulfonamide, 

4^Moro-2,6-dime%l-N-^^ 

yl}benzenesulfonamide, 

N-{4-[2^4-morpholinyl^^^^ 

phenoxybenzenesulfonamide, • 

24de%l-N-{442-(4-moipto 
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N-{4-[2<4-morpholinyl)^ 

bis(trifluorometiiyl)benzenesulfonainide, 

4-Bromo-2-me1hyl-N-{4-[2^4-m^ 

yljbetizenesulfonainide, . 
5 4-(2-Fuiyl)-N-{^ 

yl}benzenesulfonamide, 

S'-Huoro-ff-methoxy^ 

biphenyl]-4-sulfonamide, 

4<5-Methyl-2-tMenyl^ 
10 yljbenzenesulfonamide, 

3 , -Acetyl-N-{4-[2<4-morphDlinyl)-2-oxoe%l]-l,^ 
sulfonamide, 

N-{4-[2^4-Morpholinyl^^ 
biphenyl]-4-sulfonamide, 
15 3\4'-DicMoro-N-{4^^ 
4-sulfonamide, 

4^1,3-Benzodioxol-5-yl>N-{4-[2<4-morpholiny 

yl}benzenesulfonamide, 

4-(5^Moro-2-thienyl)^ 
20 yl}benzenesulfonamide, 

N-{4-[2^4-Morpholinyl>2^^ 

pyridinyl)benzenesulfonamide, 

N-{4 , -[({4-[2^4-morpholinyl)-2.oxoe%l].l,3-thiazoW 

biphenyl]-3-yl}acetamide, 
25 N-{4-[2<4-Morpholiny^ 

tiuenyl)benzenesulfonaxnide, 

N-{4-[2<4-Moipholinyl>2-oxoe%t]-l,3-ihia^l-2-yl}-^2- . 
tiuenyl)benzenesulfonamide, 

4 , -[({442<4-Moipholi^ 
30 biphenyl]-4-caiboxylic acid, 
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4XMe%lsiilfi^ 

biphenyl]-4-sulfonamide, 

N-{4-[2-(4-Moipholinyl>2-oxo^ 

biphenyl]-4-sulfonamide, 

4^CMoro-N-{4^2-(4-moipho^ 

sulfonamide, 

N-{4-[2-(4-Moipholinyl)^ 
sulfonamide, 

4-(l-Benzofuran-2-yl>N^^ 

yl}benzenesulfonamide, 

N-{442<4-Moipholinyl>2^ 

pyiToUdinyl)benzenesulfonamide, 

4-(4-Me%l-l-piperidinyl)-N-{4-[2<4-morpholinyl)-2^ 

yl}benzenesulfonamide, , 

4-Anilino-N-{4-[2-(4-moi^ 

4-(Benzylammo)-N-{4-^^ 

yl}benzenesulfonamide, 

N-{4-[2-(4-Morpholinyl)-2-oxo^^^ 

thienylmethyl)amino]benzenesulfonamide, 

4-(4-Moipholinyl)-N-{4-[2^4-morpholinyl)-2^xoe%l]- l,3-thiazol-2- 

yl}benzenesulfonamide, 

4^4-Methyl-l-piperaz^ 

yl}benzenesulfonamide, 

N-{^2^Morpholinyl)-2K^ 

pyridinylmethyl)amino]benzenesulfonamide, 

2,4-DicMoro-6-me%l-N-{5^^ 

yl}benzenesulfonamide, 

N-{5Haiethyl^[2<4-morpto^ 

sulfonamide, 

2,4;frtricMoro-N-{5-methyl^p^ 
yl}benzenesulfonamide, 
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3^hloro-2-methyl-N-{5-me 

yl}benzenesulfonaxnide, 

3^Moro-N^4-{2-[(2R,6S>2,6^efc^^ 

2- methylbenzenesulfonamide, 

5 3-Cmoro-2-me%l-N^4-{2^(lS,4S)-2H)xa-5.azabicyclo 
oxoethyl}-l,3-thiazol-2-yl)benzenesulfonamide^ 

3- CMoro-2-me%l-N-{4-p^^ 
yl}benzenesulfonamide, 
N-{4-[2-oxo-2<4-thiomorphofo^^ 

10 sulfonamide, 

N-{4^2-oxo-2<4-thiomorpholinyl)^^ 
propylbenzenesulfonamide, 

2,4-DicMoro^-me%l-N-{4-[2^^^ l,3-thiazol-2- 
yl}benzenesulfonamide, 

15 2,4,6-TricMoro-N-{4-[2^xo-2^4-thiomoipholiayl)e%l]- l,3-thiazol-2- 
yl}benzenesulfonamide, 

N-{4-[2<l,lKtioxido^thiomoipho^ 
propylbenzenesulfonamide, 

Tert-butyl 4-[(2-{[(3^Mord-2-methylphenyl)sulfonyl]amino}- l,3-thiazol-4-yi)acetyl] 
20 1-piperazinecarboxylate, 

N-{4-[2^4-Acetyl-l-piper^yl>2K>xoe1hyl]-l,3-t^ 

methylbenzenesulfonamide, 

3<Siloro-2<nethyl-N^ 

yljbenzenesulfonamide trifluoroacetate, 
25 3<M)ro-2-methyl-N-{^ 

yljbenzenesulfonamide trifluoroacetate, 

2-Me%l-N-{4-[2^4~me%^^ 

(faifluoromethoxy)benzenesulfonamide, 

2,4-IMcMoro-6-me%l-N-{4^ 
30 yljbenzenesulfonamide, ■ 
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2,4-DicMoro-N-{4-[2^4-me^^ 
yl}benzenesulfonamide, 

3- cMoro-N<4-{2-[(2R)-2^ 
methylbenzenesulfonamide, 

5 2-(2-{[(3-CMoro-2-methylpte 
methylacetamide, 
. 3 r CMoro-2-me%l-N-[4^2-oxopentyl)-l,3-to^ 

4- CMoro-N-[4-(2-tydroxye%l^ 
3-Chloro-N-[4-(2-hydroxyethyl)- l,3-thiazol-2-yi^ 

10 3<Moro-N44^3-hydroxypropy^ 

3-ChIoro-N-[4-(2-ethoxyethyl)- 1 ,3-tMazol-2-yI]-2-methylbenzenes^ 

3-CMoro-N-[4^2-isoprop^ 

N-{4-[2-(benzyloxy)ethyl]-l,3-tM^^ 

3-(^oro-N-[4^2-methoxye%^ 
15 3-CMoro-N-{4-[2<2-fluoroetho^^ 

methylbenzenesulfonamide, 

3-CMoro-2.me%l.N-{4-[2<2,2,2-trifluoroethoxy)ethyl]- l,3-thiazol-2- • 

yl}benzenesulfonamide, 

3-CMoro-2-me%l-N-^ 
20 . yljbenzenesulfonamide, 

3-CMoro-2-methyl-N^{4-[2<3^ 

yl}benzenesulfonamide, 

Methyl 2-[2K2-{[(3-cMoro-2-me%l^^^ 

yl)ethoxy]benzoate, 
25 3<Moro-N-[5.-[(dim^ 

methylbenzenesulfonamide, 

2- (2-{[(3^Horo-2-methylphenyl)sufo^ 
methanesulfonate, 

3- (2-{[(3^Moro-2-methylphenyl)sulfo^ 
30 methanesulfonate, 

2<2-{[(3-<^oro-2-me%lphen^ 
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2 ^2-{[(3^Uoro-2-methylphenyl)sulfonyl]amino}^ 

2- (2-{[(3-(^oro-2-methylphenyl)sulfonyl]an^ 
methylpropanoate, 

2<2-{[(3-CUoro-2-methylphenyl)sulfonyl]amin 2-furoate, 
5 2-(2-{[(3HjUoro-2-methylphenyl)sulfonyl]amk benzoate, 
2<2-{[(3-<^oro-2-methylphenyl)sulfonyi]amino}-l,^ 4- 
morpholinecarboxylate, 

2<2-{[(3-CWoro-2-me%lphenyl)sulfonyl]ainino 
diethylcatbamate, 
10 2<2-{[(3-(Moro-2-me%lphenyl)sulfonyl]ai^ 
ethylcarbamate, 

N-[4-(2-azidoe1hyl)-l,3-Mazo^ 
N-[4^2-aminoethyl)-l,3-^ 

3- CMoro-2-me%l-N-{4~[2^ 
15 yi}benzenesulfonamide, 

4<:hloro-N-{4-[2^diethyl^^ 

hydrochloride, 

3-CMoro-N-{4-[2^di^ 

methylbenzenesulfonamide hydrochloride, 
20 3-CMoro-N-{4-[2-(lH-i^ 

methylbenzenesulfonamide dihydrate, 

3-Chloro-2-me%l-N-{4^^ 

yl}benzenesulfonamide dihydrochloride, 

3-CMoro-2-me%l-N-{4-[2^4-morpto 
25 yl}benzenesulfonamide hydrochloride, 

3-CUoro-2-methyl-N-[4^4-moipholinylmethyl)- l,3-thiazol-2-yl]benKnesulfonamide 

hydrochloride, 

2,4,6-TricMoro-N-{4-[2^4-mo^^ 
hydrochloride, 

30 2,4-Dichloro-N-{4-[2-(4-morpholinyl)e1hyl]- l,3-thiazol-2-yl}benzenesulfonamide 
hydrochloride, 
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2,4-IMcMoro^-me%l^ l,3-thiazol-2- 
yl}benzenesulfonamide hydrochloride, 

N-{4-[2^4-Moipholinyl)ethylH 
hydrochloride, 

3-CMoro-N-{4-[2-(ethylamino)e% 

3-CWoro-NK4-{24(2-hydroxye%l)ainino]e%l}-l,3-th^ 

methylbenzenesulfonamide, 

3-CMoro-N<4-{3-[(2-hydroxye%^^ 

methylbenzenesulfonamide hydrochloride hydrate, 

N-[2<2-{[(3-cMoro-2-me%lph^ 

ethylacetamide, 

3<Moro-2nriiethyl-N-{4^ 

yl}benzenesulfonamide, 

3^oro-N-{4-[2<2-hydroxy-3K«^ 

methylbenzenesulfonamide, 

2,4-DicMoro-N-{4-[2^3^xo^-mo^ 

yl}benzenesulfonamide, 

2.4- DicMoro-6-me%l-N-{4-[2^3K>xo^^ 
yl}benzenesulfonamide, 
2,4,6TricMoro-N-{4-[2-(3^xo^^ 
yl}benzenesulfonamide, 

4.5- DicMoro-N-{4-[2<3-oxo^^ 
thiophenesulfonamide, 

N-{4-[2<3^o^moipholinyl)e%l]-l,3-thiazol-2-yl}-4- 
phenoxybenzenesulfonamide, . 
3-Fluoro-N-{4-[2^3^xo^-moipto 
N-{4-[2^3^o^morpholinyl)ethyl].l,3-thi^ 
thiophenesulfonamide, 

N-{2<Moro^[({4-[2^3-oxo^^ 
yl}amino)sulfonyl]phenyl}acetamide, 
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3^oro-2-metiiyl-N-{4-[(3^xo^morpholkyl)me1hyl]-l,3-iMazol-2^ 
yl}benzenesulfonamide, 

3^Uoro-2-methyl-N-{4-[3-(3-oxo^morpholinyl)propyl]4,3-thiazol-2- 

yl}benzenesulfonamide, 
5 3<Moro-N,2-dimethyl-N-{4-[2<3-oxo^^ 
yl}benzenesulfonamide, 

3^Moro-2-methyl-N-{4-[2-(2-methyWH)xo^morpholinyI)ethyl]-l,3-du 
yl}benzenesulfonamide, 

N42<2-{[(3-(^oro-2-me%lphenyl)sulfonyl]amino}-l,3-fliiazol-4- 

10 yl)etbyl]acetamide, 

3^oro-2-me%l-N-{4-[2<3K>x<M,4^xazepa^^ 
yl}benzenesulfonamide, 

3^OTO-2-me%l-N-{4-[2<2-oxo-l-pyirotidinyl)e%l]-l,3-1biazol-2- 
yl}benzenesulfonamide, 
15 3^oro-2-me%l-N-{H2^2-oxo-l-imid^ 
yl}benzenesutfonamide, 

3-CMoro-2-me%l-N-{4-[2<2-oxo-l,3-oxazoUdin-3-yl)ediyl]-l,3-fluazol-2- 
yl}benzenesulfonamide, 
N-[2<2-{[(3<Moro-2-methylphenyl)s^^ 
20 hy(koxyetbyl)-2-ftiraiiiide, 

N-[2-(2- { [(3^Woro-2-methylphenyl)sulfonyl]aiiiino }- 1 ,3-thiazol-4-yl)etihLyl]-N- 

methylcyclopropanecarboxamide, 
3-(^oro-2-me%l-N-{442K4-me% 
yl}benzenesulfonamide hydrochloride, 
25 3-Cbloro-2-methyl-N-(4-{ 2-[(me%lsulfonyl)amino]ethyl}-l,3-thiazol-2- 
yl)benzenesulfonamide, 

3<Moro-2-me%l-N-(H2-[methy^ 
yl)benzeaesulfonamide, 
3<Moro-2^ne%l-N^4^2-{[(tr^ 
30 yl]benzenesulfonamide, 
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3-Chloro-2-me%l-N-[4-(2-{^^ 

itiazol-2-yl]benzenesulfonamide, 

N-[2^2-{[(3-CWoro-2-me%lphenyI)sulfonyl]amm 

methyl- lH-imidazole-4-sulfonamide, 
5 3-CMoro-N-(4-{2-^ 

tMazol-2-yl)-2-methylbenzenesulfonamide^ 

N-[4~(2-bromoethyl)-l,3-thi^ 

3-CMoro-N-[4-(2-chioroethyl)-l,^^ 

3-CWoro-2-methyl-N-{4-[(5-meti^^^^ 
10 yl}benzenesulfbnamide, 

Ethyl 3-(2-{[(3-cMoro-2-methylphenyl)su^^ . 

9. The use of a compound of the formula (II) 



15 

wherein 

T is an aryl ring or heteroaiyl ring or aryl-C 2 -alkenyl ring, optionally independently 
substituted by [R]^ wherein n is an integer 0-5, and R is hydrogen, aryl, heteroaiyl, a 

20 heterocyclic ring, optionally halogenated C^-alkyl, optionally halogenated C M - 

alkoxy, C^-alkylsulfonyl, carboxy, cyano., nitro, iialogen, amine which is optionally 
mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
arylsulfonyl, arylamino, wherein aryl, heteroaryl and aryloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independently of 

25 each other by C^-acyl, Ci^-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated C^-alkyl, optionally halogenated Ci-6-alkoxy, arqide which is optionally 




WO 01/90090 



185 



PCT/SE01/01155 



mono- or di-substituted, (benzoylamino)methyl, caiboxy, 2-thienylmethylamino or 
({[4-(2-ethoxy-2-oxoethyl)- l,3-tiua2tol-2-yl]ainino}carbonyl); 

R 1 is hydrogen or C^-alkyl; • 

5 

XisCH 2 orCO; 

Y is CH 2 , CO or a single bond; 

10 B is hydrogen, Ci-6-alkyl or dimethylaminomethyl; 

R 2 is selected from Ci^-alkyl, azido, arylthio, heteroaiylthio, halogen, hydroxymethyl, 
2-hydroxyethylaminomethyl, methylsulfonyloxymethyl, 3-oxo-4- 
morpholinoliiylmethylene, C^-alkoxycarbonyl, 5-me%l-i,3,4-oxadiazol-2-yl; 

15 NR 3 R 4 , wherein R 3 and R 4 are each independently selected from hydrogen, C^-alkyl, 
optionally halogenated C^-alkylsulfonyl, Ci^-alkoxy, 2-methoxyethyl, 2- 
hydroxyethyl, 1-methylimidazolylsulfonyl, C^-acyl, cyclohexylmethyl, 
cyclopropanecarbonyl, aryl, optionally halogenated aiylsulfonyl, ftiiylcarbonyl, 
' tetrahydro-2-furanylmethyl, N-carbethoxypiperidyl, or C^-alkyl substituted with one 

20 or more aiyl or heteroaryl, or 

NR 3 R 4 represent together heterocyclic systems which can be imidazole, piperidine, 
pyrrolidine, piperazine, morpholine, oxazepine, oxazole, thiomorpholine, 1,1- 
dioxidothiomorpholine, 2-(3,4-dihydro-2(lH)isoquinolinyl), (lS,4S)-2-oxa-5- 
azabicyclo[2.2.1]hept-5-yl, which heterocyclic systems can be optionally substituted 

25 by Ci^-alkyl, C^-acyl, hydroxy, oxo, t-butoxycarbonyl; 

OCONR 3 R 4 , wherein R 3 and R 4 are each independently selected from hydrogen, <W 
alkyl or form together moipholinyl; 

R 5 0, wherein R 5 is hydrogen, optionally halogenated C^-alkyl, aiyl, heteroaryl, CW 
acyl, C^-alkylsulfonyl, arylcarbonyl, heteroaiylcarbonyl, 2-carbomethoxyphenyl; . 

30 

or a salt, hydrate or solvate thereof; 
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in the manufacture of a medicament for the prevention, management or treatment of 
diabetes, syndrome X, obesity, glaucoma, hyperlipidemia, hyperglycemia, 
hyperinsulinemia, osteoporosis, tuberculosis, dementia, depression, virus diseases and 
inflammatory disorders. 

10. The use according to claim 9, wherein 

T is selected from 5-chloro-l,3-dime%l-lH-pyrazol-4-yl; 4-chloro-2,3,l- 
benzoxadiazolyl; 5^dimethylamino)-l-naphthyl; l-methylimidazol-4-yl; 1-naphthyl; 

2- naphthyt; (E)-2-phenylethenyl; 8-quinolinyl; 

thienyl substituted with one or more of (benzoylamino)methyl, bromo, chloro, 3- 
isoxazolyl, 2^me%lsutfanyl)^pyrimidinyl, l-methyl-5-(trifluoromethyl)pyrazol-3- 
yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyi, 3- 
acetylphenyi, benzeneamino, l,3-benzodioxol-5-yl, 2-benzofuryL, benzylamino, 3,5- 
bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 
chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 
dichlorophenyl, ({[4-(2-ethoxy-2-oxoe%l)-l,3-thiazol-2-yl]amino}caihon^ fhioro, 
5-fluoro-2-methoxyphenyl, 2-furyl, hydrogen, iodo, isopropyl, methanesulfonyl, 
methoxy, methyl, 4-methyl-l-piperazinyl, 4-methyl-l-piperidinyl, 4- 
methylsulfenylphenyl, 5-methyl-2-thienyl, 4-morpholinyl, nitro, 3-nitrophenyl, 
phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridylmethylamino, 1-pyirolidinyl, 2-thienyl, 

3- thienyl, 2-thienylmethylamino, trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluofomethyi; or 

R 1 is hydrogen or methyl; 

XisCH 2 orCO; 

Y is CH 2 , CO or a single bond; 
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B is hydrogen, methyl or dimethylaminomethyl; 
R 2 is selected from 

5 n-propyl, azido, bromo, chloro, 2-pyridinylsulfanyl, 3 -oxo-4-morpholinolinyl- 
methylene, ethoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
hydroxyethylaminomethyl, methylsulfonyloxymethyl; 

NR 3 R 4 , wherein R 3 and R 4 are each independently selected from acetyl, benzhydiyl, 
l,3-benzodioxol-5-ylmethyl, benzyl, 3-chloro-2-methylphenylsulfonyl, cyclohexyl, 

10 cyclohexylmethyl, cyclopropanecarbonyl, ethyl, 2-furylcarbonyl, 2-furylmethyl, 
hydrogen, 2-hydroxyethyl, 2-(lH-indol-3-yl)ethyl, isopropyl, methoxy, 2- 
methoxyethyl, methyl, 4^1-methylimidazolyl)sulfonyl, methylsulfonyl, phenyl, (1S)- 
phenylethyl, n-propyl, tetrahydro-2-furanylmethyl, trifluoromethylsulfonyl, N- 
carbethoxypiperidyl; or 

15 NR 3 R 4 represent together 4-acetylpiperazinyl, 4-t-butoxycarbonylpiperazmyl, 2-(3,4- 
dihydro-2(lH)isoquinolinyl), (2R,6S>2,6-dimethylmoipholinyl, (2R)-2,4-dimethyl-l- 
piperazinyl, 2-hydroxy-3-oxomoipholinyl, imidazolyl, 2-methyl-3-oxomoipholinyl, 4- 
methyl-2-oxopiperazinyl, 4-methylpiperazinyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoimidazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 

20 2-oxooxazolinyl, piperazinyl; piperidinyl; pyrrolidinyl; pyrrolidonyl, thiomorpholinyl; 

I, 1-dioxido-thiomorpholinyl; 

OCONR 3 R 4 , wherein R 3 and R 4 are each independently selected from- ethyl, hydrogen 
of form together morpholinyl; 

R 5 0, wherein R 5 is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-finylcaibonyl, 
25 hydrogen, isobutyryl, isopropyl, methyl, 2-caibomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3rpyridinyl, 2,2,2-trifluoroethyl. 

I I . The use according to claim 9-10, wherein the compound is selected from: 
Ethyl (2-{[(2,4-dicMoro-5-me%^ 

30- Ethyl 2^2-|I(4KMorophenyl)sulfo^ 

Ethyl 2-(2-{[(4-cUoro-2,5-dimethylphenyl)sulfonyl]a 
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Ethyl 2<2-{[(2,4-difhwrophenyl)s^ 

E%12^2<((4-me%lphenyl)sulfonyl)^^ 

E%12^2-{[(2>dicMoro-3-tMenyl)sul^ 

Ethyl (2-{[(2^orophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 

Ethyl 2<2-{[(3<Moro-2-me%lphenyl)sito 

Ethyl 2-{2-[([U'-biphenyl]^ylsulfonyl)a^ . 
Ethyl 2<2-{[(3-bromophenyl)sulfonyl]am^ 
Ethyl (2-{[(4-iritrophenyl)sulfonyl]ai^ 
Ethyl (2-{[(4-methoxyphenyl)sulfo^ 

Ethyl (2-{[(3-mtrophmyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 

Ethyl (2-{[(3-me%lphenyl)sulf<myfl^ 

Ethyl (2-{[(3H;Morophenyl)sulfonyl]ai^^ 

Ethyl (2-{[(4-fluorophenyl)suto^ 

Ethyl (2-{[(3-iluorophmyl)sulfo^^ 

Ethyl {2-[(phenylsulfonyl)amino]- l,3-thiazol-4-yl}acetate, 

E%l(2-{[(44sopropylphenyl)sulf^ 

Ethyl [2-({[3-({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 

yl]amino}caftonyl)phenyl]sulfon^^ 

Ethyl [2-({[4-({[4-(2-ethoxy-2-oxoethyl)-l,3-tbiazol-2- 

yl]amino}caihonyl)phenyl]sulfonyl}amino)-l,3-thiazol^yl] 

Ethyl (2-{[(2-mefliylphe!nyl)sulfonyl]amino}-l,3-Mazol-^yl)acetate, 

E%l[2<{[2<tiifluorome%l)phenyy^ 

Ethyl [2^{[3^triiiuoromethyl)phenyl]sulfo^^ 

Ethyl [2<{[4^trifluoromethyl)phenyl]s^ 

Ethyl 2^2-{[(4-bromophenyl)sulfonyl]amino}-l,3-tWazol-4-yl)acetate, 
E%l(2-{[(2-mtrophenyl)sulfonyl]amino}-l,3^thiazol-4-yl)acetate, 
Ethyl (2-{[(2,4Hh\M>ro-6-me%lphenyty 

Ethyl (2-{[(2A6-McUorophenyl)sulfonyl]amino}-l,3-tMazoW-yl)acetate, 
Ethyl (2-{[(2,4^cMoropheAyl)sulfonyl]ai^^ 
Ethyl (2-{[(5-fluoro-2-me%lph^ 

Ethyl (2-{[(4-propylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acfetate, 
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Ethyl (2-{[(2-methoxy^me%lphe^ 

Ethyl (2-{[(3,5-(ttcMorophe^ 

Ethyl [2-({[4-(3^Moro-2^anophenoxy^ 

yl]acetate, 

5 Ethyl (2-{[(3,4-dicUorophenyl)s^ 

Ethyl (2-{[(4-butoxyphenyl)sxilfonyl]amino}-l,3-tlu 

Ethyl (2-{[(4-cMoro-2-methylphenyl)sulfon^ 

Ethyl [2-({[4^acetylamino^ 

Ethyl {2^(8-quinolinylsulfonyl)a^ 
10 Ethyl (2-{[(3,4-Klimethoxy^^ 

Ethyl (2-{[(4-iodophenyl)suto 

Ethyl (2-{[(3-cMoro^methylphe^ 

E%1 [2<{[5-(dimc%lamino>l-naph%l]sulfo 

Ethyl (2-{[(Umethyl-lH-imidazoU-yl)sulfon^ 
15 Ethyl (2-{[(5-bromo-2-methoxyph^ 

Ethyl (2-{[(2,5-dimethox^ 

Ethyl {2-[(2-naphthylsulfonyl)amino]- l,3-thiazol-4-yl}acetate, 
Ethyl {2-[(mesitylsulfonyl)ai^ 
Ethyl (2-{[(3-bromo-5^Moro-2-thie^ 
20 Ethyl {2^({5-[(benzoylainko^ 
yl}acetate, 

E%l.{24({5-[l-me%l-5^triflTO^^ 
thienyl}sulfonyl)amm^^ 
Ethyl (2-{[(4-cyaaophenyl)sulfo^ 
25 Ethyl {2-[({5-[2-(methylsulf^ 
thiazol-4-yl}acetate, 

Ethyl (2-{[(3-cyanopheny^siilfonyi]amino}- 
Ethyl (2-{[(2,4,5-trichlorophenyl)sulfonyl]am^ 
Ethyl [2<{[(E>2-phenyleth^ 
30 Ethyl (2-{[(2,3,4-tricMorophe^^ 

Ethyl (2-{[(4-bromo-2,5-difluorophenyl)siilfony 
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Ethyl [2^{[4^trifluoromethoxy)phenyl]siilfonyl}am 

Ethyl (2-{[(2,3-dicWorophenyl)suIf(myl]amino}- l,3-thiazol-4-yl)acetate, 

E%1 (2-{[(24)romophenyl)sulfo^ 

E%1 (2-{[(4,5^cUoro-2-thienyl)sulfonyl]ainm 

Ethyl [2-({{4^henylsulfony^^ 

Ethyl [2-({[5-(phenylsulfonyl)-2-thieiiyl]sutf^ 

Ethyl (2-{ [(2,6-dicUoit)phenyl)sulfonyl]aniino}- l,3-thiazol-4-yl)acetate, 

Ethyl (2-{[(2-cyanophenyl)sulfo^ 

Ethyl [2-({[4-(aretylammo>3 

Ethyl (2-{[(5-cMoro-l,3Hfime^ 

yl)acetate, 

Ethyl (2-{[(3-methoxyphenyl)s^ 
E%l(2-{[(4-bromo-5-cMoro-2-thienyl)sulfo^ 
Ethyl 2-{2-[(l-naphthylsuto^^ 

Ethyl (2-{ [(2,5-dicUorophenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetate, 

Ethyl [2-({[4-(metliyls^ 

E%1 [2-({[2^methylsulfonyl)phenyl]sulfo 

Ethyl (2-{[(4-bromo-2-fluorophenyl)^ 

Ethyl (2-{[(2,3,4-trffluorophenyl)sulfonyl]amino}-l,3-tW 

Ethyl (2-{[(7-cMoro-24,3-benzoxadiazol^yl)sulfonyl] 

yl)acetate, 

Ethyl (2-{[(2,4,6-trifluoroph 

2<Moro-5<{[4<2-ethoxy^ 

fluorobenzoic acid, 

Ethyl (2-{ [(5^Moro-2-tMenyl)suto^ 

Ethyl (2-{[(2<hloro^fluorophenyl)sulfonyl]ainino}- l,3-thiazol-4-yl)acetate, 
Ethyl [2^{[5^3-isoxazolyl)-2-thienyl]sulfonyl}amm 
Ethyl (2-{[(4-bromo-2-me%lphenyl)stilfonyl] 
Ethyl (2-{[(4-phimoxyphenyl>ulfonyl]aiiiin 
Ethyl (2^[(4^Uoro-2,6-dime%lphenyi)sulfonyl]a 
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Ethyl [2-({ [2-methyl^(trifluoromethoxy 
yl]acetate, 

Ethyl [2^{[2,4-bis(trifluorome%l)phenyl]sul& 

Ethyl 2-{2-[[(3^Uoro-2-me%lphenyl)sulfonyl](me%l)anm l,3-thiazol-4- 
yl}acetate, 

E%1 oxo(2-{[(4-propylphenyl)sul^^^ 
Ethyl (2-{[(3<Moro-2-me%lphenyl^ 

TEthyl oxo(2-{ [(2,4,6-tricUorophenyl)sulfonyl]amino} - 1 ,3-thiazol-4-yl)acetate, 
Ethyl {2-[([l, lM)iphenyl]^-ylsulfonyl)amiM^ 
E%l(2-{[(2,4-(hcUoro-6-me%lphenyl)sulfonyl]amin^ 
yl)(oxo)acetate, 

2^2-{[(4-Methylphenyl)sul^ acid, 
2-(2-{[(2,5-DicMoro-3-tMenyl)s^ acid, 
(2-{[(2-CMorophenyl)sulfo^^ 
2-(2-{[(3<Moro-2-metty 

Isopropyl2^2-{[(3<Uoro-2-methylphenyl)sulfonyl]anm 

Phenyl 2-(2-{[(3-cMoro-2-methylphenyl)sulfonyl]amm l,3-thiazol-4-yl)acetate, 

Methyl (2-{[(3^Woro-2-methylphenyl)sulfonyl]amino}- 

Methyl {24([l,T-biphenyl]^ylsufo^ 

Me%l (2-{[(4-cMorophenyl)sulfo^^ 

Methyl (2-{[(3^Mor<^2-methy^ 

yl)acetate, 

Methyl [2-({[4-(3-cUoro-2^3nophenoxy)phenyl]sulfonyl}amin 

thiazol-4-yl]acetate, 

Methyl (5-me%l-2-{[(4-propylpta 

Methyl (5-methyl-2-{[(2,4,6-tricMoro^^ 

Methyl (2-{ [(2,4-dicUoro^-methylphenyl)sulfonyl]ammo}-5 1 ,3-thiazol-4- 

yl)acetate,. 

N<2-Methoxyethyl>2-(2-{ [(4-me%lphenyl)sulfonyl]amino}4,3-thiazol-4- 
yl)acetamide, . . 

2-(2-{[(2,5-DicMoro-3-thienyl)s^^ 
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N^l,3-Benzocfioxol-5-ylmethyl)-2^ 

yl}acetamide, 

NK2-FuiylmethyI)-2-^ 

2-(2-{ [(2,4-Difluorophenyl)sulfonyl]ainino }- l,3-thiazol^yl)-N-efliylacetainide, 
5 N4sopropyl-2-{2-[(l-naph%ls^ 
N-[2<lH-IndoW-yl)e%l^^ 
yl}acetamide, 
N^fyclohexylm^ 

2-(2-{[(3<Moro-2-me%lphenyl)siilfonyl]an^ 
10 methylacetamide, 

2-(2-{[(3<3doro-2-me%^ 
ethylacetamide, 

2-(2-{[(3-CMoro-2-methylphenyI)sulfonyl]ani^ 

phenylacetamide, 
15 2^2-{[(4-CMorophenyl)sulfonyl]amm 

furylmethyl)acetamide, 

N-Benzhydiyl-2-(2-{[(4-cMorophenyl)sulfo 

2<2-{[(4-CMorophenyl)sulfo^^^^ 

furanylme1hyl)acetamide, 
20 E%14-{[2-(2-{[(4-^ 

piperidinecarboxylate, 

N-Ben2hydiyl-2^2-{[(3^ 

yl)acetamide, 

2<2-{[(4-CUorophenyl)sulfonyl]aminb}-l,3-thiazol^ 
25 2^2-{[(3-CMoro-2-me% 

2-(2-{[(3-Odoro-2-me%lphenyl)sulfonyl]ainino}-^ 
diethylacetainide, 

2-{2-[([l, r-Biphenyl]^ylsulfonyl)amino]-l,3-tiuaTO 
N,N^e%l-2-(2-{ [(4-propylphenyl)sulfonyl]amm 
30 2<2-{[(2,4-DicUoror6-me%lphenyl)sulfcmyy 
diethylacetamide, 
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N,N-die%l-2<2-{[(2A6 
yl)acetamide, 

2-{2-[([l,l'-Biphenyl]^yls^^ 
diisopropylacetamide, 
5 N,N-diisopropyl-2^2-{[(4-propylphenyl)sulfo 
2-(2-{[(2,4-IMcMoro^-methylphenyl)suIfon^ 
diisopropylacetamide, 

N,N-diisopropyl-2<2-{[(2,4,6-trichlorophenyl)sulf^ 
yl)acetamide, 
10 2-(2-{[(3-CMoro-2-me%lphenyl)sulfonyl]a^ 
diisopropylacetamide, 

2- (2-{[(3 -CUoro-2-me%lphenyl)sxilfonyl]amino }- l,3-tiiiazol-4-yl>N,N- 
dipropylacetamide, 

N-benzyl-2-(2-{ [(3-cUoro-2-me&ylphenyl)sulfonyl]amiao}-l,3-t^ 
15 methylacetamide, 

N-benzyl-2-(2-{[(3-chloro-2-metiiylphenyl)sulfo^^ 
ethylacetamide, 

2^2-{[(3-CMoro-2-methylphenyl)sulfonyl]amino}-l^ 
dimethylacetamide, 
20 2<2-{[(3<Uoro-2-me%lphenyl)su^ 
methylacetamide, 

3- CWoro-N-{4.[2^3,4^ydro-2(lH)4soquinolinyl)^ 
methylbenzenesulfonamide, 

2<2-{ [(3-CMoro-2-me%lphenyl)s 
25 phenylacetamide, 

2 ^2-{[( 3 -CUon)-2-methylphenyl)£mlfonyl]amino}-^ 
methylacetamide, 

2- {2-[([l, r-Biphmyl]-4-ylsulfonyi)ainino]- l,3-thiazol-4-yl}-N-isopropyl-N- 
methylacetamide, 
30 N-e%l-N-me%l-2^2-{[(2A^ 
yl)acetamide, 
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2<2-{[(2,4-IMcUoro^-methylphenyl)sulfonyy 
methylacetamide, 

N-ethyl-N-mefliyl-2-(2-{ [(4-propylphenyl)sulfonyl]amino}-l,3-thiazol^ 
yl)acetamide, 

2-{24([l,l'-BiphenylM-yl^ 
methylacetamide, 

2^2-{[(3-CWoro-2-methylphenyl)sxiIfonyl]amino}-l^ 
methylacetamide, 

2- (2-{[(3-CUoro-2-me%lphenyl)s\iIfonyl]a 
[(lS)-l-phenylethyl]acetami<le, 
3<Moro-2-me%l-N-{4-[2^^ 
yl}benzenesulfonamide, 

3- CUoro-2-me1hyl-N-{4-[2^xo-2-(l-piperidmyl)e%y 
yl}benzenesulfonamide, 

N-{4-[2-oxo-2-(l-piperidinyl)e1hyl]-l,3-tiiiazol-2-yl}[l,l- 
N-{4-[2-oxo-2^1-piperidmyl)eftyl]-^ 
2,4-DicMoro^-me%l-N-{4-p^ 
yl}benzenesulfonamide, 

2,4>TricWoro-N-{4-[2H)xo-2^1-piperidinyl)e%l]-l,3-tiu 
yl}benzenesulfonamide, 

3<:Uoro-2-methyl-N-{4-[2<4-morpholinyl)-2H)x 
yl}benzertesulfonamide, 

2,4,6-TricMoro-N-{4-[2<4-niDipholinyl)-2-oxoethy^ 

yl}benzenesulfonamide, 

2,4-IMcMoro-6-methyl-N-{4-[2-(^^ 

yl}benzenesulfonamide, 

N-{4-[2^4nmoipholiny^ 

N-{4^[2^4<iioipholinyl)-2 

2,4-Dichloro-N-{4-[2<4-^^ 

yl}benzenesulfonamide, 
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4-(Moro-2,6^1ime%l-N^^ 

yl}benzenesulfonamde, 

N-{4-[2<4nmoipholinyl)-2^^ 

phenoxybenzenesulfonamide, 

2-Me%l-N-{4-[2^4-moi^^^ 

(trifluoromethoxy)benzenesidfonamide, 

N-{4-[2<4-moipholmy^ 

bis(trifluoromethyl)benzenesulfonamide, 

4-Bromo-2-methyl-N-{4-^ . 

yl}benzenesulfonamide, 

4<2-Futyl>N-{4-[2-(^ 

yl}benzenesulfonamide, . 

3^Huoro-6^metho^^^ 

biphenyl]-4-sulfonamide, 

4-(5-Me%l-2-tMenyl)^ 

yl}benzenesulfonamide, 

3 , -Acetyl-N-{4-[2^4-moiphoIinyl)-2^xoethyl]-l,3- 
sulfonamide, 

N-{4-[2-(44dorpholiny0 
bipheayl]-4-sulfonamide, 

3 , ,4 , -DicUoro-N-{4-[2<4-moipholinyl>2-oxoethyy 
4-sulfonamide, 

4-(l>Benzo(ttoxol-5-yl>N-{^^ 

yl}benzenesulfonamide, 

4^5<hloro-2-tiuenyl>^ 

yl}benzenesulfonamide, 

N-{4-[2K4-Morpholinyl>2^ 

pyridinyl)benzenesulfonamide, 

N-{44({4-[2^4-mo^ 

biphenyl]-3-yl}acetamide, 
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N-{4^2<44vloipholi^ 

thienyl)benzenesulfonamide, 

N-{4-[2<4-Morpholinyl)^ 

thienyl)benzenesulfonairiide, 

44({4-[2K4-Morpholinyi)-2^^^ 

bipheayl]-4-carboxylic acid, 

4 f -(Methylsu^^ 

biphenyl]-4-sulfonamide, 

N-{4-[2^4-Morpholinyl>2-oxoe%l]-l,3-th^ 

biphenyl]-4-sulfonamide, 

4 , -CMoro-N-{4-[2<4-moipholinyl)-2^xoetbyl]-l,3- 
sulfonamide, 

N-{4-[2^4-Morpholinyl>2^^ 

sulfonamide, 

4-(l-Benzofiuan-2-^^^ 

yl}benzenesulfonamide 5 

N-{4-[2-(4-Morpholinyl>^^ 

pyn-oUdiny^benzenesulfonamide, 

4^4-Methyl- l-piperidinyl)-N^^ 

yljbenzenesulfonanude, 

4-Anilino-N-{4^2-(4-m^^ 

4-(Benzylammo)-N-{4-P 

yl}benzenesulfonamide, 

N-{4-[2<4-Morpholiny^ 

lMenylmethyl)amino]benzenesulfoiiamide, 

4-(44s4oipholinyl>N^^ • 

yl}benzenesulfonamide, . . 

4-(4-Methyl-l-piperazinyty^^ 

yljbenzenesulfonamide, 

N-{4-[2-(4-Morpholinyl^ 

pyridinylmethyl)amino]bei^ 
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2,4-DicMoro-6-me%l-^ 
yljbenzenesulfonamide, 

N-{5-methyl^[2^4-moipholinyl)-2-oxoethyl]-l,3-^ 

sulfonamide, 
5 2,4,64ricMoro-N-{5-methyl^ 

yl}benzcnesulfonamide, 

3-cMoro-2-me%l-N-{5Hme%l^ 

yl}benzenesulfonainide, 

3 r CMoro-N<4-{2-[(2R,6S>2,6-d^^ 
10 2-metiiylbenzenesulfonamide, 

3-Cmoro-2-me%l-N^4-{2-[(lS,4S>2-oxa-5-azabi^ 

oxoethyl}- l,3-1hiazol-2-yl)benzenesulfonamide, 

3<Moro-2Hme%l-N-^ 

yl}benzenesulfonamide, 
15 N-{4~[2^xo-2^4~tlriom 

sulfonamide, 

N-{4-[2-oxo-2-(4-tMombipholmyl)e%l]-l,3-tiu 
propylbenzenesulfonamide, 

2,4-Dichloro-6Htnethyl-N^^ l,3-thiazol-2- . 

20 yl}benzenesulfonamide, 

2,4,6-TricWoro-N.{4-[2-oxo-2.(4-iiuomoipholinyl)e% 

yl}ben2^esulfonamide, 

N-{4-[2^1,l-dioxido^thiom 

propylbenzenesulfonamide, 
25 Tert-butyl4-[(2-{[(3^Uoro 

1-piperazinecarboxylate, 

N-{4-[2<4-Ac^l-l-piperaziny^ 

methylbenzenesulfonamide, 

3<Moro-2-methyl-N-^ 
30 yl}benzenesulfonamide trifluoro acetate, 
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3-CMoro-2-me%l-N-{4-^ 

yljbenzenesulfonamide trifluoroacetate, 

2-MeAyl-N-{4-[2^4-me%l-l-piperazinyl>2-oxoe%y 

(trifluoromeflio^)benzenesulfonamide, 
5 2,4-DicMoro^-me%l-N-{4-p^ 

yl}benzenesulfonanude, 

2,4-Dichloro-N-{4-[2-(4<ne%^ 

yl}benzenesulfonamide, 

3^Moro-N^4-{2-[(2R)-2,^ 
10 methylbenzenesulfonamide, 

2- (2-{[(3-CUoro-2-me%lphenyi)sulfonyl]amm 
methylacetamide, 
3<Moro-2-methyl-N-[4^ 
4*CMoro-N-[4-(2-hydro^ 

15 3-CUoro-N-[4-(2-hydroxyelhyl>l,3-tMazol-2-yl]-2-m 

3 -CMoro-N-[4~(3 -hydroxypropyl)- 1 ,3 «thia2X)l-2-yl]-2-metiiylbenzeiiesulf onaiiiide, 

3- CMoro-N-[4^2-eftoxye%^ 

3-Chloro-N-[4-(2-isopropoxyetiiyl)- l,3-thiazol-2-yl]-2-methylbenzenesulfoixam 

N- {4-[2-Cbenzyloxy)ethyl]- l,3-thiazol-2-yl}-3^Moro-2^ 
20 3-CMoro-N-[4^2-methoxye%^ 

3-Cmoro-N-{4-[2<2-fluoroethoxy)e%l]»l,3-th^ 

methylbenzenesulfonamide, 

3-CMoro-2-me%l-N-{4-[2^2,2^ 

yl}benzenfesuIfonamide-, 
25 3-CMoro-2<nethyl-N-{4-[2^ 

yl}benzenesulfonamide, 

3-CHoro-2-methyl-N-{4-[2-(3-p>^ 

yl}benzenesulfonamide, 

Me%l 2-[2<2-{[(3<Moro-2-methylpte 
30 yl)ethoxy]benzoate, 
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3-CMoro-N-[5-[(dm^ 
methylbenzenesulfonamide, 
2<2-{[(3-CWoro-2-methylphenyl)sulfonyl]amino 
methanesulfonate, 
5 3-(2-{[(3^Uoro-2-me%lphenyl)sulfonyl]amino}- 
metfaanesulfonate, 

2<2-{[(3-CUoro-2-me%lphenyl)sulfonyl]amin acetate, 

2-(2-{ [(3-Chloro-2-melhylphenyl)sulfonyl]amino^ 

2^2-{[(3-(^oro-2-me%Iphenyl)sulfonyl]amm 
10 methylpropanoate, 

2-(2-{[(3^oro-2-me%lphenyl)su^ 2-foroate, 

2-(2-{[(3^Moro-2-me%lph^ benzoate, 

2<2-{[(3-Odoro-2-me%lphenyl)sulfonyl]amm 4- 

moipholinecarboxylate, 
15 2<2-{[(3-Chloro-2-me^^ 

diethylcarbamate, 

2- (2-{[(3-CMoro-2-me%lphenyl)sulfonyl]amm 
ethylcarbamate, 
N-[4^2-azidoe%l)-l,3-tM 

20 N44^2-ammoe%l)-l,3-thiazol-2-yl>^ 

3- CWoro-2-me%l-N-{4-[2^me%lamino)ethyl]-l,3-t^ 
yl}benzenesulfonamide, 

4- <^oro-N-{4-[2-(die^ 
hydrochloride, 

25 3<Moro-N-{4-[2<diethyla^ 

methylbenzenesulfonamide hydrochloride, 

3-CMoro-N-{4-[2^1H-i^ 

methylbenzenesulfonamide dihydrate ; 

3-(^oro-2-me%l-N-{4-[2^4-methyl-l-piperazinyl)et^ 
30 yl}benzenesulfonamide dihydrochloride, 
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3<Moro-2-methyl-N-{4^2<4-m^^ l,3-thiazol-2- 
yl }benzenesulfonamide hydrochloride, 
3-Chloro-2-methyl-N-[4-(4ntno^^ 
hydrochloride, 

5 2,4,6-TricUoro-N-{4-[2-(4-morphoIinyl)ethyl]-l,3-tiu 
hydrochloride, 

2,4-Dichloro-N-{4-[2-(4-moii)to^ 
hydrochloride, 
2,4-DicMoro-6-me%l^ 
10 yl}benzeaesulfonamide hydrochloride, 
N-{4-[2-(4-Mprpholkyl)etty 
hydrochloride, 

3-CMoro-N-{4-[2-(e1hylamino)efliyl]- l,3-thiazol-2-yl}-2-methylbenzenesi^ 

3-CWoro-N-(4-{24(24y^ 
15 methylbenzenesulfonamide, 

3^oro-N<4-{3-[(2-hy^ 

methylbenzenesulfoiiamide hydrochloride hydrate, 

N-[2^2-{[(3-cMoro-2-methylph^^ 

ethylacetamide, 
20 3-CMoro-2-me%l-N-{4-[2-(3-oxo^m 

yl}benzenesulfonamide, 

3-CMoro-N-{4^2-(24iy<fro^^^ 

methylbenzenesulfonamide, . 

2,4-DicMoro-N-{4-[2<3K>xo^ 
25 yl}benzenesulfonamide, 

2,4-DicMoro-6-methy^ 

yl}benzenesulfonamide, 

2,4,6-Trichloro-N-{4-[2-(3-oxo^-moipholinyl)ethyl]- 1 ,3-thiazol-2- 
yl}benzenesulfonamide, 
30 4>IXcMoro-N-{4-[2^3^ 
thiophenesulfonamide, 
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N-{4-[2<3^o^morpholinyl)e^ 

phenoxybenzenesulfonamide, 

3-nuoro-N-{4-[2-(3-oxo^-moipholinyl)e%^ 

N-{4-[2^3<)xo^-moipholinyl)e%^ 
5 thiophenesulfonamide, 

N-{2-(^oro^[({4-[2<3-oxo^m 

yl}amino)sulfonyl]phenyl}acetamide, 

3<Moro-2-me%l-N-{4^(3-oxo-^ 

yljbenzenesulfonamide, 
10 3-CMoro-2-methyl-N-{^^ 

yljbenzenesulfonamide, 

3<M>ro4i2-dime%l-N-{4-[2<3-oxo^ 

yljbenzenesulfonamide, 

3-Chloro-2Htne%l-N-^ 
15 yljbenzenesulfonamide, 

N-[2^2-{[(3-CMoro-2-methy^^ 

yl)ethyl]acetamide, 

3<Moro-2Hine%l-N-{4-[2^3^xo-l,4^^ 
yl}benzenesulfonamide, 
20 3-CMoro-2-me%l-N-{4-[2<2K)xo^ 
yl} benzene sulfonamide, 

3-CUoro-2-me%l.N-{4-[2<2^xo-l-inudazoUdinyl)e^ 

yljbenzenesulfonamide, 

3-CWoro-2-methyl-N-{^^ 
25 yljbenzenesulfonamide, 

N-[2^2-{[(3-CUoro-2-methylphenyl)sulfonyl]ainm 

hydroxyethyl)-2-furamide, 

N^M2-{[(3^hloro-2-methylphenyl)sulfoity^ 

me%lcyclopropanecarboxamide, 
30 3 -Chloro-2-methyl-N« { 4-f2-(4^methyl-2-oxq- 1 -piperazinyl)ethyl]- 1 ,3 -thiazol-2- 

yl}benzenesulfonamide hydrochloride, 
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3-CMoro-2-me%l-N<4-{24(me%^ 

yl)benzenesulfonamide, 

3-CMoro-2-me%l-N-(4-{2-[me^ 

yl)benzenesulfonamide, 
5 3-CMoro-2-me%l-N-[4^ 

yl]benzenesulfonamide, 

3^oro-2-me%l-N-[4^2-{me% 

fluazol-2-yl]benzenesulfonamide, 

N-[2-(2-{[(3-CMoro-2-me%lp^^ 
10 methyl- lH-imidazole-4-sulfonamide, 

3-CMoro-N<4-{24[(3-cM^^ 

thiazol-2-yl)-2-metliyIbenzenesu^ 

N-[4^2-bromoetiiyl>l,3-tM^ 

3-CMoro-N-[4^2-chloroethy^ 
15 3^oro-2-methyl-N-{44(5-me^ l,3-thiazol-2- . 

yl}benzenesulfonamide, 

Ethyl 3-(2-{[(3-chloro-2-me%lpheayi)sulfonyl]amino}-l,3-t^ 

12. A phannaceutical composition comprising at least one compound of the formula 
20 (II) as defined in any of the claims 9-1 1, and a pharmaceutical^ acceptable carrier. 
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